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OXAZOLE DERIVATIVES, THEIR PREPARATION AND THEIR USE AS 
CYTOKINE INHIBITORS 

Background to the Invention 

Hie present invention relates to novel oxazole derivatives which have activity in 
inhibiting inflammatory cytokines, particularly EL-4, to pharmaceutical compositions 
comprising said oxazole derivatives and to methods of prophylaxis and treatment of diseases 
mediated by cytokines, particularly allergic diseases. 

Subsets of helper T cells can be functionally defined by their patterns of cytokine 
production as T helper cell type 1 (Thl) and T helper cell type 2 (Th2) in mice and humans 
(J. Immunol., 136, 2348-2357, 1986; Annu. Rev. Immunol., 12, 227-257, 1994; and 
Immunol. Today, 17, 138-146, 1996). Cell-mediated immune responses are mainly mediated 
by the Thl subset of T cells, which produce interferon-y (EFN-y), interIeukin-2 (IL-2), and 
tumor necrosis factor-p (TNF-p). In contrast, Th2 cells are defined by their activity to 
secrete interleukin-4 (IL-4), interleukin-5 (DL-5), interleukin-10 (IL-10), and interleukin-13 
(IL-13), which are important in antibody-mediated immune responses. 

IFN-y produced by Thl cells facilitates Thl function and suppresses differentiation 
and function of Th2 cells. EL-4 and IL-10 produced by Th2 cells enhance differentiation and 
function of Th2 cells and suppress differentiation of Thl cells (J. Immunol., 136, 2348-2357^ 
1986; Immunol. Today, 13, 379-381, 1992; Journal of Immunology, 159, 4686-4692, 1997; 
and Interferon Cytokine Res., 19, 1265-70, 1999). This therefore suggests that balanced 
function of Thl and Th2 cells is important for maintenance of immunity, and that abnormal 
bias of Thl/Th2 subsets is associated with the.onset and progression of allergic diseases or 
autoimmune diseases (Science, 260, 547-549, 1993; Immunol. Today, 16, 34-38, 1995; and 
Nature, 383, 787-797, 1996). 

It is generally accepted that EL-4 is an IgE class switching factor for B cells and an 
autocrine mitogenic fector for Th2 cells, and that IL-5 plays an important role in the 
regulation of eosinophil differentiation, migration and function (J. Immunol., 158, 3539- 
3544, 1991; J. Exp. Med., 173, 775-778, 1991; Am. J. Respir. Cell Moh Biol., 12, 477-487, 
1995; and Cytokine, 11, 783-788, 1999). Therefore, Th2 cells are clearly important in the 
pathogenesis of allergic inflammatory responses as well as IgE synthesis. The importance of 
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IL-4 and IL-5 in allergic diseases is also supported by evidence (Nature, 362, 245-247, 1993; 
J. Exp. Med., 183, 195-201, 1996; J. Asthma, 34, 195-201, 1997; and Immunity, 11, 473-482, 
1999) demonstrating that neutralization of these cytokines by antibodies administered in 
allergic disease models suppressed eosinophil infiltration in the airways, and that IL-4- or IL- 
5-deficient mice exhibited non-susceptibility to allergic responses. Based on this evidence, it 
is expected that inhibitors of Th2 cytokines such as IL-4 or IL-5 could suppress abnormal 
Th2 dominance, IgE production, and eosinophil infiltration and that they could, as a result, 
act as anti-allergic agents for the treatment or prophylaxis of allergic diseases. 

Previously, steroids, cyclosporin A and FK-506 have been clinically used as anti- 
allergic agents. These strongly suppress disease severity in some patients. However, the 
often severe side effects associated with the use of steroids (such as gastrointestinal problems, 
water retention and osteoporosis) are a significant problem making their long-term 
administration to patients with allergic diseases undesirable. Cyclosporin A and FK-506 
have powerful anti-allergic properties but they show little selectivity in inhibition of Th2- 
cytokine production, also inhibiting Thl-cytokines. This leads to non-specific suppression of 
immune functions causing a number of problems, the most significant of which is increased 
susceptibility to infections. 

It would therefore be highly desirable if selective inhibitors of Th2 cytokines such as 
EL-4 and IL-5 could be found as they would be likely to act as better anti-allergic agents with 
greater specificity and fewer side effects, making them useful in the treatment and 
prophylaxis of allergic diseases including asthma, atopic dermatitis, allergic rhinitis, food 
allergies, and systemic anaphylaxis. 

WO-A-99/33827 discloses imidazole derivatives that are said to show some 
specificity in inhibiting IL-4 and IL-5 production. There is a need, however, for compounds 
having good activity in inhibiting the production of IL-4 alone with greater specificity and 
lower toxicity. 

Brief Summary of the Invention 

It is an object of the present invention to provide novel compounds having specific 
activity against the production of IL-4, said compounds having a low toxicity. 
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It is a further object of the present invention to provide compositions having activity 
in inhibiting the production of IL-4 and methods using said compounds. 

Thus, the present invention provides in a first aspect a compound of formula (I): 

wherein: 




CO 

X represents a substituent selected from the group consisting of phenyl groups, 
heteroaryl groups defined below and heterocyclyl groups defined below, said substituent X 
being substituted with at least one of substituents R 1 defined below and optionally further 
being substituted with at least one of Substituents p defined below, said heteroaryl groups 
and heterocyclyl groups optionally further being fused with an aryl group defined below 

or 

X represents a pyridine group or a pyrimidine group; 

Y represents a substituent selected from the group consisting of phenyl groups, 
heteroaryl groups defined below and heterocyclyl groups defined below, said substituent Y 
optionally being substituted with from 1 to 5 substituents R 3 defined below, said heteroaryl 
groups and heterocyclyl groups optionally further being fused with an aryl group defined 
below; 

R 1 represents a nitro group or a group of formula -NR 4 R 5 wherein R 4 and R 5 are the 
same or different and each is selected from the group consisting of hydrogen atoms, lower 
alkyl groups defined below, alkoxy groups defined below, alkylcarbonyl groups defined 
below which are unsubstituted or are substituted with at least one substituent selected from 
Substituents s defined below, aryl groups defined below, arylcarbonyl groups defined below 
which are unsubstituted or are substituted with at least one substituent selected from 
Substituents 8 defined below, heteroarylcarbonyl groups defined below, cycloalkylcarbonyl 
groups defined below and alkenylcarbonyl groups defined below which are unsubstituted or 
are substituted with aryl group(s); 
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R represents a substituent selected from the group consisting of hydroxy groups, 
alkoxy groups defined below and groups of formula -NR 6 !* 7 wherein R 6 and R 7 are the same 
or different and each is selected from the group consisting of: 
hydrogen atoms; 

lower alkyl groups defined below which are unsubstituted or are substituted with at 
least one substituent selected from Substituents a defined below; 
lower alkenyl groups defined below; 

cycloalkyl groups defined below which are unsubstituted or are substituted 
with at least one lower alkyl group defined below, said cycloalkyl groups optionally being 
fused with an aryl group as defined below; 

groups of formula -NR 4 R 5 wherein R 4 and R 5 areas defined above; 

aryl groups defined below which are unsubstituted or are substituted with at 
least one substituent selected from Substituents p defined below; 

aralkyl groups defined below which are unsubstituted or are substituted with at 
least one substituent selected from the group consisting of alkoxy groups defined below, 
haloalkyl groups defined below and aryl groups defined below; % 

heterocyclyl groups defined below which are attached to the nitrogen atom of 
the group -NR^ 7 via a ring carbon atom thereof and which are unsubstituted or are 
substituted with at least one substituent selected from Substituents y defined below, said 
heterocyclyl groups further optionally being fused with an aryl defined below; and 

heteroaryl groups defined below which are attached to the nitrogen atom of the 
group -NR^ 7 via a ring carbon atom thereof and which are unsubstituted or are substituted 
with at least one substituent selected from Substituents y defined below, or 

R 6 and R 7 together with the nitrogen atom to which they are attached represent 
a heterocyclyl group defined below or a heteroaryl group defined below, said groups being 
unsubstituted or substituted with at least one substituent selected from the group consisting of 

lower alkyl groups which are unsubstituted or are substituted with at 
least one substituent selected from the group consisting of groups of formula -NR 4 R 5 
wherein R 4 and R 5 are as defined above and heterocyclyl groups defined below, 

aryl groups defined below which are unsubstituted or are substituted 
with at least one substituent selected from Substituents 8 defined below, 
aralkyl groups defined below, 
carboxy groups, and 
alkoxycarbonyl groups defined below, 
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said heterocyclyl and heteroaryl groups further optionally being fused with an 
aryl group defined below; 

R 3 represents a substituent selected from the group consisting of lower alkyl groups 
defined below, alkoxy groups defined below, alkylthio groups defined below, haloalkyl 
groups defined below, halogen atoms, alkylcarbonyl groups defined below, aryl groups 
defined below which are unsubstituted or are substituted with at least one alkoxy group 
defined below, aralkyl groups defined below, aralkyloxy groups defined below, heterocyclyl 
groups defined below and heteroaryl groups defined below; and 

Substituents a are selected from the group consisting of alkoxy groups defined below, 
cycloalkyl groups defined below, arylamino groups defined below, heterocyclyl groups 
defined below which are unsubstituted or are substituted with at least one lower alkyl group 
defined below, and heteroaryl groups defined below which are unsubstituted or are 
substituted with at least one substituent selected from the group consisting of lower alkyl 
groups defined below and alkoxycarbonyl groups defined below; 

Substituents p are selected from the group consisting of lower alkyl groups defined 
below, alkoxy groups defined below, alkylthio groups defined below, haloalkyl groups 
defined below, halogen atoms, alkylcarbonyl groups defined below, aryl groups defined 
below which are unsubstituted or are substituted with at least one alkoxy group defined 
below, aralkyl groups defined below, aralkyloxy groups defined below, heterocyclyl groups 
defined below and heteroaryl groups defined below; 

Substituents y are selected from the group consisting of lower alkyl groups defined 
below, carboxy groups and alkoxycarbonyl groups defined below; 

Substituents 5 are selected from the group consisting of lower alkyl groups defined 
below, haloalkyl groups defined below and alkoxy groups defined below; 

Substituents e are selected from the group consisting of alkoxy groups defined below, 
halogen atoms, aryl groups defined below, aryloxy groups defined below, cycloalkyl groups 
defined below, alkylcarbonyloxy groups defined below", alkoxycarbonyl groups defined 
below, hetero aryl groups defined below; 
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or a pharmacologically acceptable salt thereof; 

said lower alkyl groups referred to above are straight or branched alkyl groups having 
from 1 to 6 carbon atoms; 

said aiyl groups referred to above are aromatic hydrocarbon groups having from 6 to 
14 carbon atoms in one or more rings, said aromatic hydrocarbon groups optionally being 
fused with a cycloalkyl group as defined below or a heterocyclyl group as defined below; 

said alkoxy groups referred to above are lower alkyl groups as defined above which 
are bonded to an oxygen atom; 

said cycloalkyl groups referred to above are cycloalkyl groups having from 3 to 7 
carbon atoms; 

said arylamino groups referred to above are amino groups which are substituted with 
an aryl group as defined above; 

said heterocyclyl groups referred to above are non-aromatic heterocyclic groups 
having from 4 to 10 ring atoms in one or more rings, at least one of said ring atoms being a 
heteroatom selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen 
atoms; 

said heteroaryl groups referred to above are 5- to 7-membered aromatic heterocyclic 
groups containing from 1 to 3 heteroatoms selected from the group consisting of sulfur 
atoms, oxygen atoms and nitrogen atoms; 

said lower alkenyl groups referred to above are straight or branched alkenyl groups 
having from 2 to 6 carbon atoms; 

said aralkyl groups referred to above are lower alkyl groups as defined above which 
are substituted with at least one aryl group as defined above; 

said alkoxycarbonyl groups referred to above are carbonyl groups which are 
substituted with an alkoxy group as defined above; 

said haloalkyl groups referred to above are lower alkyl groups as defined above which 
are substituted with at least one halogen atom; 

said alkylthio groups referred to above are lower alkyl groups as defined above which 
are bonded to a sulfur atom; 

said alkylcarbonyl groups referred to above are carbonyl groups which are substituted 
with a lower alkyl group as defined above; 

said aralkyloxy groups referred to above are alkoxy groups as defined above which 
are substituted with at least one aryl group as defined above; 
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said aryloxy groups referred to above are aryl groups as defined above which are 
bonded to an oxygen atom; 

said alkylcarbonyloxy groups referred to above are alkylcarbonyl groups as defined 
above which are bonded to an oxygen atom; 

said cycloalkylcarbonyl groups referred to above are carbonyl groups which are 
substituted with an cycloalkyl group as defined above; 

said arylcarbonyl groups referred to above are carbonyl groups which are substituted 
with an aryl group as defined above; 

said heteroarylcarbonyl groups referred to above are carbonyl groups which are 
substituted with an heteroary 1 group as defined above; 

said alkenylcarbonyl groups referred to above are carbonyl groups which are 
substituted with an alkenyl group as defined above; 

The invention further provides a pharmaceutical composition comprising an effective 
amount of a pharmacologically active compound together with a carrier therefore (including a 
diluent), wherein said pharmacologically active compound is selected from the group 
consisting of oxazole derivatives of formula (I) and pharmaceutically acceptable salts thereof. 
Preferably, the pharmaceutical compositions have activity in inhibiting the production of IL-4 
in a warm-blooded animal, which may be a human. 

The invention still further provides a method for the inhibition of the production of 
IL-4 in a warm-blooded animal, which may be a human, which comprises administering to 
said warm-blooded animal a pharmacologically effective amount of a compound having 
activity in inhibiting the production of IL-4, wherein said compound is selected from the 
group consisting of oxazole derivatives of formula (I) and pharmaceutically acceptable salts 
thereof. 

The invention yet still further provides a method for the prophylaxis or treatment of a 
disease mediated by EL-4 in a warm-blooded animal, which may be a human, which 
comprises administering to said warm-blooded animal a pharmacologically effective amount 
of a compound having activity in inhibiting the production of EL-4, wherein said compound is 
selected from the group consisting of oxazole derivatives of formula (I) and pharmaceutically 
acceptable salts thereof. In particular, said diseases are allergic diseases including asthma, 
atopic dermatitis, allergic rhinitis, food allergies, and systemic anaphylaxis. 
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Detailed Description of the Invention 

Where X represents a heteroaryl group which is substituted with at least one of 
substituents R 1 defined above and optionally being further substituted with at least one of 
Substituents p, or Y represents a heteroaryl group which is optionally substituted with from 1 
to 5 substituents R 3 defined above, or R 3 represents a heteroaryl group, or R 6 or R 7 represents 
a heteroaryl group which is attached to the nitrogen atom of the group -NR^ 7 via a ring 
carbon atom thereof and which is optionally substituted with at least one substituent selected 
from Substituents y defined above, or Substituent a represents an optionally substituted 
heteroaryl group, or Substituent p or Substituent e represents a heteroaryl group, said 
heteroaryl groups are 5- to 7-membered aromatic heterocyclic groups containing from 1 to 3 
heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen 
atoms. 

Examples of such heteroaryl groups include fury I, thienyl, pyrrolyl, pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, triazolyl, tetrazolyl, thiadiazolyl, 
pyridyl, pyridazinyi, pyrimidinyl and pyrazinyl groups. We prefer 5- or 6-membered 
aromatic heterocyclyl groups containing one or two heteroatoms selected from the group 
consisting of sulfur atoms, oxygen atoms and nitrogen atoms, examples of which include 
furyl, thiophenyl, pyrrolyl, pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, 
pyridinyl, pyridazinyi, pyrimidinyl and pyrazinyl groups, of which we particularly prefer 
thiophenyl, imidazolyl, pyridinyl, pyrazolyl, thiazolyl and isoxazolyl. 

The heteroaryl groups defined and exemplified above may be fused with an aryl 
group defined above. Examples of such a fused heteroaryl group include benzothiazolyl 
groups. 

Where R 6 or R 7 represents a heteroaryl group which is attached to the nitrogen atom 
of the group -NR^ 7 via a ring carbon atom thereof 5- or 6-membered aromatic heterocyclic 
groups containing one or two heteroatoms selected from the group consisting of sulfur atoms, 
oxygen atoms and nitrogen atoms are preferred and thiazol-2-yl, pyrazol-3-yl, isoxazol-3-yl 
and thiophen-2-yl groups are particularly preferred. 

Where R 6 or R 7 represents a heteroaryl group which is substituted with at least one 
substituent selected from Substituents y defined above and which is attached to the nitrogen 
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atom of the group -NRV via a ring carbon atom thereof, 5- or 6-membered aromatic 
heterocyclic groups containing one or two heteroatoms selected from the group consisting of 
sulfur atoms, oxygen atoms and nitrogen atoms which are substituted with from 1 to 3 of 
Substituents y are preferred and 5- or 6-membered aromatic heterocyclic groups containing 
one or two heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and 
nitrogen atoms which are substituted with 1 or 2 of Substituents y are particularly preferred. 
Examples of such substituted heteroaryl groups include 2-ethyl-2H-pyrazol-3-yl, 5- 
methylisoxazol-3-yl, 2-ethoxycarbonyl-4-methylthiophen-2-yl and 2- 
methoxycarbonylthiophen-2-yl groups. 

Where Substituent a or Substituent e represents a heteroaryl group, 5- or 6-membered 
aromatic heterocyclic groups containing one or two heteroatoms selected from the group 
consisting of sulfur atoms, oxygen atoms and nitrogen atoms are preferred and thiazolyl, 
imidazolyl, pyridinyl and thiophenyl groups are particularly preferred. 

Where Substituent a represents a heteroaryl group which is substituted with at least 
one substituent selected from the group consisting of lower alkyl groups defined above and 
alkoxycarbonyl groups defined above, 5- or 6-membered aromatic heterocyclic groups 
containing one or two heteroatoms selected from the group consisting of sulfur atoms, 
oxygen atoms and nitrogen atoms which are substituted by 1 or 2 substituents selected from 
the group consisting of lower alkyl groups defined above and alkoxycarbonyl groups defined 
above are preferred. Examples of such groups include 2-methoxycarbonyl-4- 
methylthiophen-3-yl and 2-ethylimidazol-l-yI groups. 

Where R 3 or Substituent p represents a heteroaryl group, 5- or 6-membered aromatic 
heterocyclic groups containing one or two heteroatoms selected from the group consisting of 
sulfur atoms, oxygen atoms and nitrogen atoms are preferred and thiazolyl, imidazolyl and 
thiophenyl groups are particularly preferred. 

Where R 2 represents a group of formula -NR^ 7 wherein R 6 and R 7 together with the 
nitrogen atom to which they are attached represent an optionally substituted heteroaryl group, 
said heteroaryl groups are 5- to 7-membered aromatic heterocyclic groups containing from 1 
to 3 heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and 
nitrogen atoms, wherein at least one of said heteroatoms is a nitrogen atom. Unsubstituted 5- 
or 6-membered aromatic heterocyclic groups containing one or two heteroatoms selected 



WO 02/064558 



PCT/US02/04326 



10 

from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms of which at least 
one is a nitrogen atom are preferred and pyrrolyl, pyrazolyl and imidazolyl groups are 
particularly preferred. The heteroaryl groups may optionally be fused with an aryl group as 
defined above. 

Where X represents a heterocycyl group which is substituted with at least one of 
substituents R 1 defined above and optionally substituted with at least one of substituents P, or 
Y represents a heterocyclyl group which is optionally substituted with from 1 to 5 
substituents R 3 defined above, or R 3 represents a heterocyclyl group, or R 6 or R 7 represents a 
heterocyclyl group which is attached to the nitrogen atom of the group -NR^ 7 via a ring 
carbon atom thereof and which is optionally substituted with at least one substituent selected 
from Substituents y defined above, or Substituent a represents an optionally substituted 
heterocyclyl group, or Substituent p represents a heterocyclyl group, or the optional 
substituent on the lower alkyl group which may be an optional substituent on the heterocyclyl 
or heteroaiyl group formed from the group of formula -NR 6 R 7 by R 6 and R 7 together with the 
nitrogen atom to which they are attached, said heterocyclyl group is a non-aromatic 
heterocyclic group having from 4 to 10 ring atoms in one or more rings, at least one of said 
ring atoms being a heteroatom selected from the group consisting of sulfur atoms, oxygen 
atoms and nitrogen atoms. It is preferably a 4- to 10-membered non-aromatic heterocyclic 
group containing one or two heteroatoms selected from the group consisting of sulfur atoms, 
oxygen atoms and nitrogen atoms, more preferably it is a 4- to 7-membered non-aromatic 
heterocyclic group containing one or two heteroatoms selected from the group consisting of 
sulfur atoms, oxygen atoms and nitrogen atoms and most preferably it is a 5- or 6-membered 
non-aromatic heterocyclic group containing one or two heteroatoms selected from the group 
consisting of sulfur atoms, oxygen atoms and nitrogen atoms. 

Examples of such a heterocyclyl group include azetidinyl, pyrrolidinyl, pyrrolinyl, 
imidazolidinyl, imidazolinyl, pyrazolidinyl, pyrazolinyl, oxazolidinyl, thiazolidinyl, 
tetrahdrofuranyl, dioxanyl, piperidinyl, tetrahydropyridyl, dihydropyridyl, piperazinyl, 
morpholinyl, thiomorpholinyl, homopiperidyl, 2,5-dihydropyrrolyI, decahydroquinolinyl, 
quinuclidinyl, quinuclidienyl, octahydroindolizinyl, hexahydroindolizinyl, 
octahydroqiiinolizinyl, hexahydroquinolizinyl, 

8-azabicyclo[3.2.1]octanyl, 8-azabicycIo[3.2.1]octenyl, 9-azabicyclo[3.3.1]nonanyl 
and 9-azabicyclo[3.3. l]nonenyl groups, of which pyrrolidinyl, pyrrolinyl, thiazolidinyl, 
tetrahydrofuranyl, dioxanyl, piperidinyl, piperazinyl, morpholinyl, thiomorpholinyl, 2,5- 
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dihydropyrrolyl and decahydroquinolinyl groups are more preferred, and pyrrolidinyl, 
thiazolidinyl, tetrahydrofiiranyl, piperidinyl, piperazinyl and morpholinyl groups are most 
preferred. 

The heterocyclyl groups defined and exemplified above may be fused with an aryl 
group as defined above. Examples of such a fused heterocyclyl group include 3,4-dihydro- 
2H-quinolinyl. 

The heterocyclyl groups defined and exemplified above may also be fused with a 
cycloalkyl group as defined above. Examples of such a fused heterocyclyl group include 
Decahydroquinolinyl. 

Where R 6 or R 7 represents a heterocyclyl group which is attached to the nitrogen atom 
of the group -NR^ 7 via a ring carbon atom thereof 4- to 7-membered non-aromatic 
heterocyclic groups containing one or two heteroatoms selected from the group consisting of 
sulfur atoms, oxygen atoms and nitrogen atoms are preferred and 5- or 6-membered non- 
aromatic heterocyclic groups containing one or two heteroatoms selected from the group 
consisting of sulfur atoms, oxygen atoms and nitrogen atoms are most preferred. Examples 
of such groups include piperidinyl, piperazinyl and tetrahydrofiiranyl groups. 

Where R 6 or R 7 represents a heterocyclyl group which is substituted with at least one 
substituent selected from Substituents y defined above and which is attached to the nitrogen 
atom of the group -NR^ 7 via a ring carbon atom thereof 4- to 7-membered non-aromatic 
heterocyclic groups containing one or two heteroatoms selected from the group consisting of 
sulfur atoms, oxygen atoms and nitrogen atoms which are substituted with 1 or 2 of 
Substituents y are preferred and 5- or 6-membered non-aromatic heterocyclic groups 
containing one or two heteroatoms selected from the group consisting of sulfur atoms, 
oxygen atoms and nitrogen atoms which are substituted with 1 or 2 of Substituents y are most 
preferred. Examples of such groups include l-ethoxycarbonylpiperidin-4-yl, 4- 
methylpiperazin-2-yl and 3-methyl-tetrahydrofiiran-2-yl groups. 

Where R 6 and R 7 represents a heterocyclyl group which is fused with a cycloalkyl 
group, 4- to 7-membered non-aromatic heterocyclic groups containing from 1 to 3 
heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen 
atoms fused with a cycloalkyl group having from 3 to 7 carbon atoms are preferred, 5- to 6- 
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membered non-aromatic heterocyclic groups containing from 1 or 2 heteroatoms selected 
from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms fused with a 
cycloalkyl group having from 5 to 6 carbon atoms are more preferred and 6-membered non- 
aromatic heterocyclic groups containing one nitrogen atom fused with a cyclohexyl group are 
most preferred. 

Where Substituent a represents a heterocyclyl group, 4- to 7-membered non-aromatic 
heterocyclic groups containing one or two heteroatoms selected from the group consisting of 
sulfur atoms, oxygen atoms and nitrogen atoms are preferred and 5- or 6-membered non- 
aromatic heterocyclic groups containing one or two heteroatoms selected from the group 
consisting of sulfur atoms, oxygen atoms and nitrogen atoms are most preferred. Examples 
of such groups include morpholinyl, tetrahydrofiiranyl, pyrrolidinyl and piperazinyl groups. 

Where Substituent a represents a heterocyclyl group which is substituted with at least 
one lower alkyl group defined above, 4- to 7-membered non-aromatic heterocyclic groups 
containing one or two heteroatoms selected from the group consisting of sulfur atoms, 
oxygen atoms and nitrogen atoms which are substituted with 1 or 2 lower alkyl groups are 
preferred and and 5- or 6-membered non-aromatic heterocyclic groups containing one or two 
heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen 
atoms which are substituted with 1 or 2 lower alkyl groups are most preferred. Examples of 
such groups include 4-methylpiperazinyl and 4-ethylpiperidinyl groups. 

Where R 3 or Substituent p represents a heterocyclyl group, 4- to 7-membered non- 
aromatic heterocyclic groups containing one or two heteroatoms selected from the group 
consisting of sulfur atoms, oxygen atoms and nitrogen atoms are preferred and 5- or 6- 
membered non-aromatic heterocyclic groups containing one or two heteroatoms selected ■ 
from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms are most 
preferred. Examples of such groups include piperidinyl, tetrahydrofiiranyl, pyrrolidinyl and 
piperazinyl groups. 

Where R 2 represents a group of formula -NR^ 7 wherein R 6 and R 7 together with the 
nitrogen atom to which they are attached represent a heteroaryl or heterocyclyl group which 
is substituted with a lower alkyl group which is itself substituted with a heterocyclyl group, 
said heterocyclyl group which is a substituent on said alkyl group is preferably a 4- to 7- 
membered non-aromatic heterocyclic group containing one or two heteroatoms selected from 
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the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, and most preferably a 
5- or 6-membered non-aromatic heterocyclic group containing one or two heteroatoms 
selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, 
examples of which include morpholinyl, thiomorpholinyl and piperidinyl groups. 

Where R 2 represents a group of formula -NR 6 !^ wherein R 6 and R 7 together with the 
nitrogen atom to which they are attached represent a heterocyclyl group, said heterocyclyl 
group is a 4- to 10-membered non-aromatic heterocyclic group containing from 1 to 3 
heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen 
atoms, wherein at least one of said heteroatoms is a nitrogen atom. Said heterocyclyl group is 
preferably a 4- to 7-membered non-aromatic heterocyclic group containing one or two 
heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen 
atoms, and most preferably a 5- or 6-membered non-aromatic heterocyclic group containing 
one or two heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and 
nitrogen atoms. Examples of such groups include thiazolidin-3-yl, pyrrolidin-l-yl, pyrrolin- 
1-yl, piperidin-l-yl, piperazin-l-yl, morpholin-4-yl, thiomorpholin-l-yl, 2,5-dihydropyrrol-l- 
yl and decahydroquinolin-l-yl groups. 

Where R 2 represents a group of formula -NR^ 7 wherein R 6 and R 7 together with the 
nitrogen atom to which they are attached represent a substituted heterocyclyl group, said 
heterocyclyl group is a 4- to 10-membered non-aromatic heterocyclic group containing from 
1 to 3 heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and 
nitrogen atoms, wherein at least one of said heteroatoms is a nitrogen atom and in which said 
group is substituted with at least one substituent selected from the group consisting of lower 
alkyl groups defined above which are unsubstituted or are substituted with at least one 
substituent selected from the group consisting of heterocyclyl groups defined above and 
groups of formula -NR*R 5 wherein R 4 and R 5 are as defined above, aryl groups defined 
above which are unsubstituted or are substituted with at least one substituent selected from 
Substituents 5 defined above, aralkyl groups defined above, carboxy groups, and 
alkoxycarbonyl groups defined above. Preferably, it is a 4- to 7-membered non-aromatic 
heterocyclic group containing 1 or 2 heteroatoms selected from the group consisting of sulfur 
atoms, oxygen atoms and nitrogen atoms, wherein at least one of said heteroatoms is a 
nitrogen atom and in which said group is substituted with 1 or 2 of the above substituents, 
and most preferably a 5- or 6-membered non-aromatic heterocyclic group containing one or 
two heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and 
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nitrogen atoms, wherein at least one of said heteroatoms is a nitrogen atom and in which said 
group is substituted with 1 or 2 of the above substituents. 

Examples of such groups include 4-methylpiperidin-l-yl, 2,6-dimethyl-morpholin-4- 
yl, 4-methylpiperazin-l-yl, 4-(2-dimethyIaminoethyl)-piperazin-l-yl, 4-[2-(morpholin-4- 
yl)ethyl]piperazin-l-yl, 4-phenylpiperazin-l-yl, 4-(2-morpholin-4-yl-ethyl)piperazin-l-yl, 4- 
(3-trifluoromethylphenyl)piperazin-l-yl, 4-(2-methoxyphenyl)-piperazin-l-yl, 4- 
benzylpiperazin-l-yl and 4-ethoxycarbonylpiperidin-l-yl groups. . 

Where R 3 ; R 4 , R 5 , Substituent p, Substituent y or Substituent 8 represents a lower 
alkyl group, or R 6 or R 7 represents a lower alkyl group which may optionally be substituted 
with at least one substituent selected from Substituents a defined above, or R 2 is a cycloalkyl 
group as defined above which is substituted with a lower alkyl group, or R 2 represents a 
group of formula -NR 6 R 7 wherein R 6 and R 7 together with the nitrogen atom to which they 
are attached represent a heteroaryl or heterocyclyl group as defined above which is 
substituted with a lower alkyl group, or Substituent a is a heterocyclyl or heteroaryl group as 
defined above which is substituted with a lower alkyl group, said lower alkyl group is a 
straight or branched alkyl group having from 1 to 6 carbon atoms. Examples of said lower 
alkyl groups include methyl, ethyl, propyl, isopropyl, n-butyl, isobutyl, s-butyl, tert-butyl, n- 
pentyl, isopentyl, 2-methylbutyl, l-methylbutyl, l-ethylpropyl, n-hexyl, isohexyl, 4- 
methylpentyl, 3-methylpentyl, 2-methylpentyl, 1-methylpentyl, 3,3-dimethylbutyl, 2,2- 
dimethylbutyl, 1,1-dimethylbutyl, 1,2-dimethylbutyl, 1,3-dimethylbutyl, 2,3-dimethylbutyl 
and 2-ethyIbutyl groups. Of these groups, methyl, ethyl, n-propyl, tert-butyl l-methylbutyl 
and l-ethylpropyl groups are more preferred. 

Where R 3 , R 4 , R 5 or Substituent p represents an alkylcarbonyl group, said 
group is a carbonyl group which is substituted with a lower alkyl group as defined and 
exemplified above. Examples of these alkylcarbonyl groups include formyl, acetyl, 
propionyl, butyryl, isobutyryl, pentanoyl, pivaloyl, valeryl and isovaleryl groups, of which 
acetyl groups are preferred. 

Where R 3 , R 4 , R 5 or Substituent s represents an aryl group, or R 4 or R 5 represents 
alkenylcarbonyl group which is. substituted with aryl group, or R 6 or R 7 represents an aryl 
group which is optionally substituted with at least one of Substituents P, or Substituent p is 
an aryl group which is optionally substituted with at least one alkoxy group, or R 2 represents 
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a group of formula -NR 6 R 7 wherein R 6 and R 7 together with the nitrogen atom to which they 
are attached represent a heterocyclyl or heteroaiyl group which is substituted with an aryl 
group which is itself optionally substituted with at least one of Substituents 8, R 6 or R 7 
represents alkenyl carbonyl group which is substituted with aryl group, or X, Y, R 6 or R 7 
represents a heterocyclyl or heteroaryl group which is fused with an aryl group, or R 2 
represents a group of formula -NR^ 7 wherein R 6 and R 7 together with the nitrogen atom to 
which they are attached represent a heterocyclyl or heteroaryl group which is fused with an 
aryl group, said aryl group is an aromatic hydrocarbon group having from 6 to 14 carbon 
atoms in one or more rings. Preferably said aryl group has from 6 to 10 carbon atoms, and 
examples include phenyl, naphthyl, phenanthryl and anthracenyl groups. Of these, we prefer 
phenyl and naphthyl groups, most preferably phenyl groups. 

The aryl groups defined and exemplified above may optionally be fused with a 
cycloalkyl group as defined above and exemplified below or a heterocyclyl group as defined 
and exemplified above. 

Where R 3 , R 4 , R 5 or Substituent e represents an aryl group, phenyl groups are 
preferred. 

Where R 6 or R 7 represents an aryl group, phenyl and naphthalenyl groups are 
preferred. 

Where R 6 or R 7 represents an aryl group which is substituted with at least one of 
Substituents P, aromatic hydrocarbon groups having from 6 to 14 carbon atoms in one or 
more rings which are substituted with 1 or 2 of Substituents (3 are preferred, phenyl and 
naphthalenyl groups which are substituted with 1 or 2 of Substituents p are more preferred, 
and phenyl groups which are substituted with 1 or 2 of Substituents p are most preferred. 
Examples of such groups include 2-, 3-, 4-, 5- and 6-methylphenyl, 2- ,3-, 4-, 5- and 6- 
ethylphenyl, 2-, 3-, 4-, 5- and 6-methoxyphenyl, 2-, 3-, 4-, 5- and 6-ethoxyphenyl, 2-, 3-, 4-, 

5- and 6-methylsulfanylphenyl, 2-, 3-, 4-, 5- and 6-trifluoromethylphenyl, 2-, 3-, 4-, 5- and 6- 
chlorophenyl, 2-, 3-, 4-, 5- and 6-acetylphenyl, biphenyl-2-yl, biphenyl-3-yl, 2-, 3-, 4-, 5- and 

6- benzylphenyI, 2-, 3-, 4-, 5- and 6-benzyIoxyphenyl, 2-, 3-, 4-, 5- and 6-(piperidin-I- 
yl)phenyl, 2,5-dimethoxy-phenyl, 3-methoxy-5-trifluoromethylphenyl, 2-methoxy-5- 
methylphenyl, 3,5-bis-trifluoromethylphenyl and 4-methoxybiphenyl-3-yl groups. 
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Where Substituent p represents an aryl group which is optionally substituted 
with at least one alkoxy group as defined above, phenyl groups which are optionally 
substituted with 1 or 2 alkoxy groups are preferred, examples of which include phenyl and 4- 
methoxyphenyl groups. 

Where X, Y, R 6 or R 7 represents a heterocyclyl or heteroaryl group which is fused 
with an aryl group said aryl group preferably has from 6 to 10 carbon atoms, and is most 
preferably a phenyl group. 

Where R 2 represents a group of formula -NR 6 R 7 wherein R 6 and R 7 together with the 
nitrogen atom to which they are attached represent a heterocyclyl or heteroaryl group which 
is fused with an aryl group, said aryl group preferably has from 6 to 10 carbon atoms, and is 
most preferably a phenyl group. Examples of such a substituent R 2 include 2,3- 
dihydrobenzo[l,4]-dioxin-6-yl groups. 

Where R 2 , R 3 , R 4 , R 5 , Substituent a, Substituent p, Substituent 8 or Substituent 8 
represents an alkoxy group, or R 6 or R 7 represents an aralkyl group as defined above which is 
substituted with an alkoxy group, or Substituent p represents an aryl group which is 
substituted with an alkoxy group, said alkoxy group is a lower alkyl group as defined and 
exemplified above which is bonded to an oxygen atom. The alkoxy groups are preferably 
straight or branched alkoxy groups having 1 to 4 carbon atoms, more preferably methoxy, 
ethoxy, propoxy, isopropoxy or butoxy groups, and particularly preferably methoxy or ethoxy 
groups. 

Where R 6 or R 7 represents a lower alkenyl group, said lower alkeny 1 group is a 
straight or branched alkenyl group having from 2 to 6 carbon atoms, examples of which 
include vinyl, allyl, l-methyl-2-propenyl, 2-methyl-2-propenyl, 2-ethyl-2-propenyl, 2- 
butenyl, l-methyl-2-butenyl, 2-methyl-2-butenyl, l-ethyl-2-butenyl, 3-butenyl, l-methyl-3- 
butenyl, 2-methyl-3-butenyl, l-ethyl-3-butenyI, 2-pentenyl, l-methyl-2-pentenyl, 2-methyl-2- 
pentenyl, 3-pentenyl, l-methyl-3-pentenyl, 2-methyl-3-pentenyl, 4-pentenyl, l-methyl-4- 
pentenyl, 2-methyl-4-pentenyl, 2-hexenyl, 3-hexenyl, 4-hexenyl and 5-hexenyl groups. 
Alkenyl groups having from 2 to 4 carbon atoms are preferred, alkenyl groups having 2 or 3 
carbon atoms are more preferred and allyl groups are most preferred. 



WO 02/064558 



PCT/US02/04326 



17 

Where Substituent a or Substituent 8 represents a cycloalkyl group or R 6 or R 7 
represents a cycloalkyl group which may optionally be substituted with a lower alkyl group 
as defined and exemplified above, said cycloalkyl group is a cycloalkyl group having from 3 
to 7 carbon atoms, examples of which include cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl and cycloheptanyl groups which, for R 6 or R 7 , may optionally be substituted with 
1 or 2 lower alkyl groups. Of these, cycloalkyl groups having from 3 to 6 carbon atoms are 
preferred for Susbtituents a or Substituent s and cyclopropyl groups are particularly 
preferred, while cycloalkyl groups having from 3 to 6 carbon atoms which are optionally 
substituted with an alkyl group having from 1 to 4 carbon atoms are preferred for R 6 or R 7 
and cyclobutyl, cyclohexyl and 2-methylcyclohexyl groups are particularly preferred. In the 
case of R 6 or R 7 , the cycloalkyl group may optionally be fused with an aryl group as defined 
and exemplified above, examples of which include 1,2,3,4-tetrahydronaphthalen-l-yl groups. 

Where R 3 or Substituent P represents an aralkyl group, or R 6 or R 7 represents an 
aralkyl group which is optionally substituted with at least one alkoxy group or haloalkyl 
group, or R 2 represents a group of formula -NR 6 R 7 wherein R 6 and R 7 together with the 
nitrogen atom to which they are attached represents a heterocyclyl or heteroaryl group which 
is substituted with an aralkyl group, said aralkyl group is a lower alkyl group as defined and 
exemplified above which is substituted with at least one aryl group as defined and 
exemplified above. 

Examples of said aralkyl groups include benzyl, phenanthrenylmethyl, 
anthracenylmethyl, ct-naphthylmethyl, 0-naphthylmethyl, diphenylmethyl, triphenylmethyl, 
a-naphthyldiphenylmethyl, 9-anthrylmethyl, piperonyl, 1-phenethyl, 2-phenethyl, 1- 
naphthylethyl, 2-naphthylethyl, 1-phenylpropyl, 2-phenylpropyl, 

3-phenylpropyl, 3,3-diphenylpropyl, 1-naphthylpropyl, 2-naphthylpropyl, 3-naphthyl- 
propyl, 1-phenylbutyl, 2-phenylbutyl, 3-phenylbutyl, 4-phenylbutyl, 1-naphthylbutyl, 

2- naphthylbutyl, 3-naphthylbutyl, 4-naphthylbutyl, 1-phenylpentyl, 2-phenylpentyl, 

3- phenylpentyl, 4-phenylpentyl, 5-phenylpentyl, 1-naphthylpentyl, 2-naphthylpentyl, 
3-naphthylpentyl, 4-naphthylpentyl, 5-naphthyIpentyl, 1-phenylhexyl, 2-phenylhexyl, 
3-phenylhexyl, 4-phenylhexyl, 5-phenylhexyl, 6-phenylhexyl, 1-naphthylhexyl, 
2-naphthylhexyl, 3-naphthylhexyl, 4-naphthylhexyl, 5-naphthylhexyl and 6-naphthyl- 

hexyl groups, of which benzyl, phenanthrenylmethyl, anthracenylmethyl, ct-naphthyl-methyl, 
(3-naphthylmethyl, diphenylmethyl, triphenylmethyl, 9-anthrylmethyl, piperonyl, 1- 
phenethyl, 2-phenethyl, 1-phenylpropyl, 2-phenylpropyl, 3-phenylpropyl, 3,3- 
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diphenylpropyl, 1-phenylbutyl, 2-phenylbutyl, 3-phenylbutyl and 4-phenylbutyl groups are 
preferred and benzyl, diphenylmethyl, 2-phenethyl and 3,3-diphenylpropyl groups are most 
preferred. 

Where R 3 or Substituent P represents an aralkyl group, alkyl groups having 
from 1 to 4 carbon atoms which are substituted with 1 or 2 phenyl groups are preferred and 
benzyl groups are most preferred. 

Where R 6 or R 7 represents an aralkyl group, alkyl groups having from 1 to 4 
carbon atoms which are substituted with 1 or 2 phenyl groups are preferred and benzyl, 
diphenylmethyl, 3,3-diphenylpropyl and 2-phenethyl groups are most preferred. 

Where R 6 or R 7 represents an aralkyl group which is substituted with at least 
one substituent selected from alkoxy groups as defined and exemplified above and haloalkyl 
groups as defined above and exemplified below, alkyl groups having from 1 to 4 carbon 
atoms which are substituted with 1 or 2 phenyl groups which are substituted with 1 or 2 
substituents selected from alkoxy groups and haloalkyl groups are preferred and alkyl groups 
having from 1 to 4 carbon atoms which are substituted with 1 or 2 phenyl groups which are 
substituted with 1 or 2 substituents selected from alkoxy groups having from 1 to 4 carbon 
atoms and haloalkyl groups having from 1 to 4 carbon atoms are more preferred, examples of 
which include 2-trifluoromethylbenzyl, 3,5-bis-trifluoromethyl-benzyl, 2-methoxybenzyl, 2- 
(2-methoxyphenyl)ethyl, 2-(3-methoxyphenyl)ethyl, 2-(4-methoxyphenyl)ethyl and 2,6- 
dimethoxybenzyl groups. 

The aryl moieties of the aralkyl groups above may be fused with a cycloalkyl 
group as defined and exemplified above or a heterocyclyl group as defined and exemplified 
above, said fused aralkyl groups including benzo[l,3]dioxol-5-ylmethyl groups. 

Where R 3 , Substituent p or Substituent 5 represents a haloalkyl group, or R 6 or R 7 
represents an aralkyl group as defined above which is substituted with a haloalkyl group, said 
haloalkyl group is a lower alkyl group as defined and exemplified above which is substituted 
with at least one halogen atom as exemplified below. Haloalkyl groups having from 1 to 4 
carbon atoms are preferred, trifluoromethyl, trichloromethyl, difluoromethyl, dichloromethyl, 
dibromomethyl, fluoromethyl, 2,2,2-trichloroethyl, 2,2,2-trifluoroethyl, 2-bromoethyl, 2- 
chloroethyl, 2-fluoroethyI and 2,2-dibromoethyl groups are more preferred, trifluoromethyl, 
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trichloromethyl, difluoromethyl and fluoromethyl groups are still more preferred, and 
trifluoromethyl groups are most preferred. 

Where Substituent y and Substituent e represents an alkoxycarbonyl group, or 
R 2 represents a group of formula -NR 6 !* 7 wherein R 6 and R 7 together with the nitrogen atom 
to which they are attached represent a heterocyclyl or heteroaryl group as defined and 
exemplified above which is substituted with an alkoxycarbonyl group, or Substituent a 
represents a heteroaryl group as defined and exemplifed above which is substituted with an 
alkoxycarbonyl group, said alkoxycarbonyl group is a carbonyl group which is substituted 
with an alkoxy group as defined and exemplified above. Examples of such groups include 
methoxycarbonyl, ethoxycarbonyl, propoxycarbonyl, butoxycarbonyl, s-butoxycarbonyl, tert- 
butoxycarbonyl and isobutoxycarbonyl groups, of which methoxycarbonyl and 
ethoxycarbonyl groups are preferred. 

Where Substituent a represents an arylamino group, this is an amino group 
which is substituted with an aiyl group as defined and exemplified above, examples of which 
include phenylamino groups. 

Where R 3 or Substituent p represents an alkylthio group, said alkylthio group 
is a lower alkyl group as defined and exemplified above which is bonded to a sulfur atom. 

The alkylthio groups preferably have from 1 to 4 carbon atoms, and are more 
preferably selected from the group consisting of methylthio and ethylthio groups. 

The halogen atoms in the definition of R 3 and Substituent group p or Substituent 
group e include fluorine, chlorine, bromine and iodine atoms, of which fluorine and chlorine 
atoms are preferred and chlorine atoms are most preferred. 

Where R 3 or Substituent p represents an aralkyloxy group, said aralkyloxy group is an 
alkoxy group as defined and exemplified above which is substituted with at least one aryl 
group as defined and exemplified above, examples of which include benzyloxy groups. 

Where Substituent e represents an aryloxy group, said aryloxy group is an aryl group 
as defined and exemplified above which is bonded to an oxygen atom. The aryloxy groups 
are preferably phenyloxy group. 
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Where Substituent e represents an alkylcarbonyloxy group, said alkylcarbonyloxy 
group is an alkylcarbonyl groupsas defined and exemplified above which is bonded to an 
oxygen atom. The alkylcarbonyl groups are preferably acetyloxy group. 

Where R 4 or R 5 represents an arylcarbonyl group, said arylcarbonyl group is a 
carbonyl group which is substituted with an aryl group as defined and exemplified above. 
The arylcarbonyl groups are preferably benzoyl group. 

Where R 4 or R 5 represents a heteroarylcarbonyl group, said heteroarylcarbonyl group 
is a carbonyl group which is substituted with a heteroaiyl group as defined and exemplified 
above. The heteroarylcarbonyl groups are preferably furylcarbonyl, thienylcarbonyl and 
pyridylcarbonyl groups. 

Where R 4 or R 5 represents a cycloalkylcarbonyl group, said cycloalkylcarbonyl group 
is a carbonyl groups which are substituted with a cycloalkyl group as defined and exemplified 
above. The cycloalkylcarbonyl groups are preferably cycloalkyl groups having from 3 to 6 
carbon atoms. 

Where R 4 or R 5 represents an alkenylcarbonyl group which may be substituted with 
aryl group, said alkenylcarbonyl group is carbonyl group which is substituted with an alkenyl 
group as defined and exemplified above. The alkenylcarbonyl groups are preferably an 
alkenylcarbonyl groups having from 3 to 5 carbon atoms which may be substituted with aryl 
group, more preferably an alkenylcarbonyl groups having 3 or 4 carbon atoms which may be 
substituted with phenyl or naphthyl group, and most preferably an allyl groups which may be 
substituted with phenyl group. 

Where the compounds of formula (I) of the present invention have a basic group, such 
as an amino group, the compound can be converted to a salt by reacting it with an acid, and in 
the case where the compounds of formula (I) of the present invention have an acidic group, 
such as a carboxy group, the compound can be converted to a salt by reacting it with a base. 
The compounds of the present invention encompass such salts. Where said salts are to be 
used for a therapeutic use, they must be pharmacologically acceptable, i.e. on administration 
of said salt to the body of a live mammal they must have a similar activity to the compound 
of formula (I) and have a similar toxicity. 
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Preferred examples of the salts formed with a basic group present in the compound of 
formula (I) of the present invention include inorganic acid salts such as hydrohalogenated 
acid salts (e.g. hydrochlorides, hydrobromides and hydroiodides), nitrates, perchlorates, 
sulfates and phosphates; organic acid salts such as lower alkanesulfonates in which the lower 
alkyl moiety thereof is as defined above (e.g. methanesulfonates, trifluoromethanesulfonates 
and ethanesulfonates), arylsulfonates in which the aryl moiety thereof is as defined above 
(e.g. benzenesulfonate or p-toluenesulfonate), acetates, malates, fumarates, succinates, 
citrates, ascorbates, tartrates, oxalates and maleates; and amino acid salts such as glycine 
salts, lysine salts, arginine salts, ornithine salts, glutamates and aspartates. 

Preferred example of the salts formed with an acidic group present in the compound 
of formula (I) of the present invention include metal salts such as alkali metal salts (e.g. 
sodium salts, potassium salts and lithium salts), alkali earth metal salts (e.g. calcium salts and 
magnesium salts), aluminum salts and iron salts; amine salts such as inorganic amine salts 
(e.g. ammonium salts) and organic amine salts (e.g. t-octylamine salts, dibenzylamine salts, 
morpholine salts, glucosamine salts, phenylglycinealkyl ester salts, ethylenediamine salts, N- 
methylglucamine salts, guanidine salts, diethylamine salts, triethylamine salts, 
dicyclohexylamine salts, N,N'<Iibenzylethylenediamine salts, chloroprocaine salts, procaine 
salts, diethanolamine salts, N-benzylphenethylamine salts, piperazine salts, 
tetramethylammonium salts and tris(hydroxymethyl)aminomethane salts; and amino acid 
salts such as glycine salts, lysine salts, arginine salts, ornithine salts, glutamates and 
aspartates. 

The compounds of formula (I) of the present invention can sometimes take up water 
upon exposure to the atmosphere or when recrystallized to absorb water or to form a hydrate 
and such hydrates are also included within the scope of the present invention. Additionally, 
certain other solvents may be taken up by the compounds of the present invention to produce 
solvates, which also form a part of the present invention. 

The compounds of formula (T) of the present invention can sometimes exist in the 
form of geometrical isomers (cis and trans isomers) and, where said compounds contain one 
or more asymmetric centres, optical isomers. For the compounds of the present invention, 
each of said isomers and mixture of said Isomers are depicted by a single formula, i.e. the 
formula (I). Accordingly, the present invention covers both the individual isomers and 
mixtures thereof in any proportion, including racemic mixtures. 
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Preferred classes of compounds of the present invention are those compounds of 
formula (I) and pharmacologically acceptable salts thereof wherein: 

(1) X represents a phenyl group which is substituted with 1 of substituents R 1 or 
X represents a pyridine group or a pyrimidine group; 

(2) X represents a phenyl group which is substituted with 1 of substituents R 1 , 
wherein R 1 is selected from the group consisting of nitro groups and groups of formula - 
NR"*R 5 wherein R 4 and R 5 are the same or different and each is selected from the group 
consisting of hydrogen atoms, alkyl groups having from 1 to 4 carbon atoms, alkylcarbonyl 
groups the alkyl moiety thereof having from 1 to 4 carbon atoms and aryl groups having from 
6 to 10 carbon atoms or X represents a pyridine group; 

(3) X represents a phenyl group which is substituted with a group of formula 
-NR 4 R 5 wherein R 4 andR 5 are the same or different and each is selected from the 

group consisting of hydrogen atoms, methyl groups, ethyl groups, acetyl groups and phenyl 
groups or X represents a pyridine group; 

(4) X represents a phenyl group which is substituted with a substituent selected 
from the group consisting of amino, methylamino, dimethylamino and acetylamino groups or 
X represents a pyridine group; 

(5) X is selected from the group consisting of 4-aminophenyl, 4-acetylamino and 
4-dimethylamino groups; 

(6) Y represents a phenyl group which is optionally substituted with 1 or 2 of 
substituents R 3 ; 

(7) Y represents a phenyl group which is optionally substituted with 1 or 2 
substituents selected from the group consisting of alkyl groups having from 1 to 4 carbon 
atoms, haloalkyl groups having from 1 to 4 carbon atoms and phenyl groups; 

(8) Y represents a phenyl group which is substituted with a substituent selected 
from the group consisting of methyl, ethyl, tert-butyl and trifluoromethyl groups; 



WO 02/064558 



PCT/US02/04326 



23 



(9) Y represents a 4-tert-butylphenyl group or a 4-trifluoromethylphenyl group; 

(1 0) R 2 is selected from the group consisting of hydroxy groups, alkoxy groups 
having from 1 to 6 carbon atoms and groups of formula -NR^TR 7 wherein R 6 and R 7 are the 
same or different and each is selected from the group consisting of: 

hydrogen atoms; 

alkyl groups .having from 1 to 6 carbon atoms which are optionally substituted 
with 1 or 2 of Substituents a 1 defined below; 

alkenyl groups having from 2 to 4 carbon atoms; 

cycloaUcyl groups having from 3 to 6 carbon atoms which are optionally 
substituted with an alkyl group having from 1 to 4 carbon atoms, said cycloalkyl groups 
optionally being fused with an aryl group having from 6 to 10 carbon atoms; 

groups of formula -NR^ 5 wherein R 4 andR 5 are the same or different and 
each is selected from the group consisting of hydrogen atoms and aryl groups having from 6 
to 10 carbon atoms; 

aryl groups having from 6 to 10 carbon atoms which are optionally substituted 
with 1 or 2 of Substituents (3 1 defined below and which are further optionally fused with a 4- 
to 7-membered heterocyclyl group having 1 or 2 heteroatoms selected from the group 
consisting of nitrogen, oxygen and sulfur atoms; 

alkyl groups having from 1 to 4 carbon atoms which are substituted with 1 or 
2 aryl groups having from 6 to 10 carbon atoms, said aryl groups optionally being substituted 
with 1 or 2 substituents selected from the group consisting of alkoxy groups having from 1 to 
4 carbon atoms and haloalkyl groups having from 1 to 4 carbon atoms, said aryl groups 
optionally being fused with a 4- to 7- membered heterocyclyl group having 1 or 2 
heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms; 

4- to 7- membered heterocyclyl groups having 1 or 2 heteroatoms selected 
from the group consisting of nitrogen, oxygen and sulfur atoms, said heterocyclyl groups 
optionally being substituted with 1 or 2 of Substituents y 1 defined below; 

5- or 6- membered heteroaryl groups having 1 or 2 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulfur atoms, said heteroaryl groups optionally 
being substituted with 1 or 2 of Substituents y 1 defined below and further optionally being 
fused with an "aryl group having from 6 to 10 carbon atoms; 

or R 6 and R 7 together with the nitrogen atom to which they are attached 
represent a 4- to 7-membered heterocyclyl group or a 5- or 6-membered heteroaryl group, 
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said heterocyclyl and heteroaryl groups having 1 or 2 heteroatoms selected from the group 
consisting of nitrogen, oxygen and sulfur atoms, at least one of said heteroatoms being a 
nitrogen atom, said heterocyclyl and heteroaryl groups optionally being substituted with 1 or 
2 substituents selected from the group consisting of 

alkyl groups having from 1 to'4 carbon atoms which are optionally substituted 
with 1 or 2 substituents selected from the group consisting of groups of formula -NR 4 R 5 
wherein R 4 andR 5 are the same or different and each is selected from the group consisting of 
hydrogen atoms and alkyl groups having from 1 to 4 carbon atoms, and 4- to 7-membered 
heterocyclyl groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, 
oxygen and sulfur atoms, 

aryl groups having from 6 to 10 carbon atoms which are optionally substituted 
with 1 or 2 of Substituents S 1 defined below, 

alkyl groups having from 1 to 4 carbon atoms which are substituted with an - 
aryl group having from 6 to 10 carbon atoms, and 

alkoxycarbonyl groups wherein the alkoxy moiety has from 1 to 4 carbon 

atoms, 

said heterocyclyl and heteroaryl groups optionally being fused with an aryl 
group having from 6 to 10 carbon atoms; 

Substituents a 1 are selected from the group consisting of alkoxy groups having from 1 
to 4 carbon atoms, cycloalkyl groups having from 3 to 6 carbon atoms, 4- to 7-membered 
heterocyclyl groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, 
oxygen and sulfur atoms which are unsubstituted or are substituted with 1 or 2 alkyl groups 
having from 1 to 4 carbon atoms, and 5- or 6-membered heteroaryl groups having 1 or 2 
heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms which 
are unsubstituted or are substituted with 1 or 2 substituents selected from the group consisting 
of alkyl groups having from 1 to 4 carbon atoms and alkoxycarbonyl groups the alkoxy 
moiety thereof having from 1 to 4 carbon atoms; 

Substituents p 1 are selected from the group consisting of alkyl groups having from 1 
to 4 carbon atoms, alkoxy groups having from 1 to 4 carbon atoms, alkylthio groups having 
from 1 to 4 carbon atoms, haloalkyl groups having from 1 to 4 carbon atoms, halogen atoms, 
alkylcarbonyl groups the alkyl moiety thereof having from 1 to 4 carbon atoms, aryl groups 
having from 6 to 10 carbon atoms which are unsubstituted or are substituted with 1 or 2 
alkoxy groups having from 1 to 4 carbon atoms, alkyl groups having from 1 to 4 carbon 
atoms which are substituted with 1 or 2 aryl groups having from 6 to 10 carbon atoms, alkoxy 
groups having from 1 to 4 carbon atoms which are substituted with 1 or 2 aryl groups having 
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from 6 to 10 carbon atoms, 4- to 7-membered heterocyclyl groups having 1 or 2 heteroatoms 
selected from the group 

consisting of nitrogen, oxygen and sulfur atoms and 5- or 6-membered heteroaryl 
groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and 
sulfur atoms; 

Substituents y l are selected from the group consisting of alkyl groups having from 1 
to 4 carbon atoms, carboxy groups and alkoxycarbonyl groups the alkoxy moiety thereof 
having from 1 to 4 carbon atoms; 

Substituents 8 1 are selected from the group consisting of alkyl groups having from 1 
to 4 carbon atoms, alkoxy groups having from 1 to 4 carbon atoms and haloalkyl groups 
having from 1 to 4 carbon atoms; 

(1 1) R 2 is selected from the group consisting of alkoxy groups having from 1 to 4 
carbon atoms and groups of formula -NR 6 !^ 7 wherein R 6 and R 7 are the same or different and 
each is selected from the group consisting of: 
hydrogen atoms; 

alkyl groups having from 1 to 6 carbon atoms which are optionally substituted 
with 1 or 2 of Substituents a 2 defined below; 

alkenyl groups having from 2 to 4 carbon atoms; 

cycloalkyl groups having from 4 to 6 carbon atoms which are optionally 
substituted with an alkyl group having from 1 to 4 carbon atoms, said cycloalkyl groups 
optionally being fused with a phenyl group; 

groups of formula -NR 4 R 5 wherein R 4 and R 5 are the same or different and 
each is selected from the group consisting of hydrogen atoms and phenyl groups; 

aryl groups having from 6 to 10 carbon atoms which are optionally substituted 
with 1 or 2 of Substituents p 2 defined below and which are further optionally fused with a 5- 
or 6-membered heterocyclyl group having 1 or 2 heteroatoms selected from the group 
consisting of nitrogen, oxygen and sulfur atoms; 

alkyl groups having from 1 to 4 carbon atoms which are substituted with 1 or 
2 phenyl groups, said phenyl groups optionally being substituted with 1 or 2 substituents 
selected from the group consisting of alkoxy groups having from 1 to 4 carbon atoms and 
haloalkyl groups having from 1 to 4 carbon atoms, said phenyl groups optionally further 
being fused with a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms selected 
from the group consisting of nitrogen, oxygen, and sulfur atoms; 
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5- or 6- membered heterocyclyl group having 1 or 2 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulfur atoms, said heterocyclyl groups 
optionally being substituted with an alkoxycarbonyl group the alkoxy moiety thereof having 
from 1 to 4 carbon atoms; 

5- or 6- membered heteroaryl groups having 1 or 2 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulfur atoms, said heteroaryl groups optionally 
being substituted with 1 or 2 of Substituents y 2 defined below and further optionally being 
fused with a phenyl group; 

or R 6 and R 7 together with the nitrogen atom to which they are attached 
represent a 5- or 6-membered heterocyclyl or heteroaryl group, said heterocyclyl and 
heteroaryl groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, 
oxygen and sulfur atoms, at least one of said heteroatoms being a nitrogen atom, said 
heterocyclyl and heteroaryl groups optionally being substituted with 1 or 2 substituents 
selected from the group consisting of 

alkyl groups having from 1 to 4 carbon atoms which are optionally substituted 
with a group of formula -NR 4 R 5 wherein R 4 and R 5 are the same or different and each is an 
alkyl group having from 1 to 4 carbon atoms, or a 5- or 6-membered heterocyclyl group 
having 1 or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur 
atoms, 

aryl groups having from 6 to 10 carbon atoms which are optionally substituted 
with a Substituent 5 2 defined below, 

alkyl groups having from 1 to 4 carbon atoms which are substituted with a 
phenyl group, and 

alkoxycarbonyl groups wherein the alkoxy moiety has from 1 to 4 carbon 

atoms, 

said heterocyclyl and heteroaryl groups optionally being fused with a phenyl 

group; 

Substituents a 2 are selected from the group consisting of alkoxy groups having from 1 
to 4 carbon atoms, cyclopropyl groups, cyclobutyl groups, 5- or 6-membered heterocyclyl 
groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and 
sulfur atoms which are unsubstituted or are substituted with an alkyl group having from 1 to 4 
carbon atoms, and 5- or 6-membered heteroaryl groups having 1 of 2'heteroatoms selected 
from the group consisting of nitrogen, oxygen and sulfur atoms which are unsubstituted or 
are substituted with 1 or 2 substituents selected from the group consisting of alkyl groups 
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having from 1 to 4 carbon atoms and alkoxycarbonyl groups the alkoxy moiety thereof 
having from 1 to 4 carbon atoms; 

Substituents p 2 are selected from the group consisting of alky 1 groups having from 1 
to 4 carbon atoms, alkoxy groups having from 1 to 4 carbon atoms, alkylthio groups having 
from 1 to 4 carbon atoms, haloalkyl groups having from 1 to 4 carbon atoms, fluorine atoms, 
chlorine atoms, alkylcarbonyl groups the alkyl moiety thereof having from 1 to 4 carbon 
atoms, aryl groups having from 6 to 10 carbon atoms which are unsubstituted or are 
substituted with an alkoxy group having from 1 to 4 carbon atoms, alkyl groups having from 

1 to 4 carbon atoms which are substituted with a phenyl group, alkoxy groups having from 1 
to 4 carbon atoms which are substituted with a phenyl group and 5- or 6-membered 
heterocyclyl groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, 
oxygen and sulfur atoms; 

Substituents y 2 are selected from the group consisting of alkyl groups having from 1 
to 4 carbon atoms and alkoxycarbonyl groups the alkoxy moiety thereof having from 1 to 4 
carbon atoms; 

Substituents S 1 are selected from the group consisting of alkoxy groups having from 1 
to 4 carbon atoms and haloalkyl groups having from 1 to 4 carbon atoms; 

(12) R 2 is selected from the group consisting of alkoxy groups having from 1 to 4 
carbon atoms and groups of formula -NR 6 R 7 wherein R 6 and R 7 are the same or different and 
each is selected from the group consisting of: 
hydrogen atoms; 

alkyl groups having from 1 to 6 carbon atoms which are optionally substituted 
with a Substituent a 3 defined below; 
allyl groups; 

cycloalkyl groups having from 4 to 6 carbon atoms which are optionally 
substituted with a methyl or ethyl group, said cycloalkyl groups optionally being fused with a 
phenyl group; 

phenylhydrazido groups; 

phenyl and naphthyl groups and phenyl groups which are optionally 
substituted with 1 or 2 of Substituents p 3 defined below and which are further optionally 
fused with a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulfur atoms; 

alkyl groups having from 1 to 3 carbon atoms which are substituted with 1 or 

2 phenyl groups, and benzyl and phenethyl groups which are substituted with 1 or 2 
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substituents selected from the group consisting of alkoxy groups having from 1 to 4 carbon 
atoms and haloalkyl groups having from 1 to 4 carbon atoms, the phenyl groups of these 
aralkyl groups optionally further being fused with a 5- or 6-membered heterocyclyl group 
having 1 or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur 
atoms; 

5- or 6- membered heterocyclyl group having 1 or 2 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulfur atoms, said heterocyclyl groups 
optionally being substituted with a methoxycarbonyl or ethoxycarbonyi group; 

5- or 6- membered heteroaryl groups having 1 or 2 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulfur atoms, said heteroaryl groups optionally 
being substituted with 1 or 2 of Substituents defined above and further optionally being 
fused with a phenyl group; 

or R 6 and R 7 together with the nitrogen atom to which they are attached 
represent a 5- or 6-membered heteroaryl group having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen, oxygen and sulfur atoms, at least one of said heteroatoms being 
a nitrogen atom, or a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms 
selected from the group consisting of nitrogen, oxygen and sulfur atoms, at least one of said 
heteroatoms being a nitrogen atom, said heterocyclyl group optionally being substituted with 
1 or 2 substituents selected from the group consisting of 

alkyl groups having from 1 to 4 carbon atoms which are optionally substituted 
with a group of formula -NR 4 R 5 wherein R 4 and R 5 are the same or different and each is a 
methyl or ethyl group, or a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms 
selected from the group consisting of nitrogen, oxygen and sulfur atoms, 

phenyl groups which are optionally substituted with a Substituent 5 2 defined 

above, 

benzyl groups, and 

methoxycarbonyl and ethoxycarbonyi groups, 

said heterocyclyl group optionally being fused with a phenyl group; 

Substituents a 3 are selected from the group consisting of methoxy groups, ethoxy 
groups, cyclopropyl groups, cyclobutyl groups, 5- or 6-membered heterocyclyl groups having 
1 or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms 
which are unsubstituted or are substituted with a methyl or ethyl group, and 5- or 6- 
membered heteroaryl groups having 1 or 2 heteroatoms selected from the group consisting of 
nitrogen, oxygen and sulfur atoms which are unsubstituted or are substituted with 1 or 2 
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substituents selected from the group consisting of alkyl groups having from 1 to 4 carbon 
atoms, methoxycarbonyl groups and ethoxycarbonyl groups; and 

Substituents p 3 are selected from the group consisting of methyl groups, ethyl groups, 
methoxy groups, ethoxy groups, methylthio groups, ethylthio groups, methyl or ethyl groups 
which are substituted with from 1 to 3 fluorine or chlorine atoms, fluorine atoms, chlorine 
atoms, acetyl groups, propionyl groups, phenyl groups which are unsubstituted or are 
substituted with a methoxy or ethoxy group, benzyl groups, benzyloxy and 5- or 6-membered 
heterocyclyl groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, 
oxygen and sulfur atoms; 

(13) R 2 is selected from the group consisting of methoxy groups, ethoxy groups 
and groups of formula -NR^ 7 wherein R 6 and R 7 are the same or different and each is 
selected from the group consisting of: 
hydrogen atoms; 

methyl, ethyl, 1-methylbutyl and 1-ethylpropyl groups, 
methyl, ethyl and propyl groups substituted with a Substituent a 4 defined below; 
allyl groups; 

cyclobutyl and cyclohexyl groups which are optionally substituted with a 
methyl group, said cyclobutyl and cyclohexyl groups optionally being fused with a phenyl 
group; 

phenylhydrazido groups; 

phenyl and naphthyl groups and phenyl groups which are optionally 
substituted with 1 or 2 of Substituents (3 4 defined below and which are further optionally 
fused with a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms selected from 
the group consisting of nitrogen and oxygen atoms; 

benzyl, diphenylmethyl and 3,3-diphenylpropyI groups, and benzyl and 
phenethyl groups which are substituted with 1 or 2 substituents selected from the group 
consisting of methoxy, ethoxy and trifluoromethyl groups, the phenyl groups of these aralkyl 
groups optionally further being fused with a 5- or 6-membered heterocyclyl group having 1 
or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms; 

6- membered heterocyclyl groups having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen and oxygen atoms, said heterocyclyl groups optionally being 
substituted with a methoxycarbonyl or ethoxycarbonyl group; 

5- or 6- membered heteroaryl groups having 1 or 2 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulfur atoms, said heteroaryl groups optionally 
being substituted with 1 or 2 substituents selected from the group consisting of methyl, ethyl, 
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methoxycarbonyl and ethoxycarbonyl groups and said heteroaryl groups further optionally 
being fused with a phenyl group; 

t 

or R 6 and R 7 together with the nitrogen atom to which they are attached 
represent a 5- or 6-membered heteroaryl group having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen, oxygen and sulfur atoms, at least one of said heteroatoms being 
a nitrogen atom, or a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms 
selected from the group consisting of nitrogen, oxygen and sulfur atoms, at least one of said 
heteroatoms being a nitrogen atom, said heterocyclyl group optionally being substituted with 
1 or 2 substituents selected from the group consisting of 

methyl and ethyl groups which are optionally substituted with a 
dimethylamino group or a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms 
selected from the group consisting of nitrogen and oxygen atoms, 

phenyl groups which are optionally substituted with a substituent selected 
from the group consisting of methoxy, ethoxy and trifluoromethyl groups, 

benzyl groups, and 

methoxycarbonyl and ethoxycarbonyl groups, 

said heterocyclyl group optionally being fused with a phenyl group; 

Substituents a 4 are selected from the group consisting of methoxy groups, 
cyclopropyl groups, 5- or 6-membered heterocyclyl groups having 1 or 2 heteroatoms 
selected from the group consisting of nitrogen and oxygen atoms which are unsubstituted or 
are substituted with a methyl group, and 5- or 6-membered heteroaryl groups having 1 or 2 
heteroatoms selected from the group consisting of nitrogen and sulfur atoms which are 
unsubstituted or are substituted with 1 or 2 substituents selected from the group consisting of 
methyl groups and methoxycarbonyl groups; and 

Substituents 0 4 are selected from the group consisting of methyl groups, methoxy 
groups, ethoxy groups, trifluoromethyl groups, methylthio groups, chlorine atoms, acetyl 
groups, phenyl groups which are unsubstituted or are substituted with a methoxy group, 
benzyl groups, benzyloxy groups and 5- or 6-membered heterocyclyl groups having 1 or 2 
nitrogen heteroatoms; 
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(14) R 2 is selected from the group consisting of ethoxy groups and groups of 
formula -NR^ 7 wherein R 6 and R 7 are the same or different and each is selected from the 
group consisting of: 

hydrogen atoms; 

methyl, ethyl, 1-methylbutyl and 1-ethylpropyl groups, 
2-methoxyethyI, cyclopropylmethyl, 3-(morpholin-4-yl)propyl, tetrahydrofiiran-2- 
ylmethyl, 2-(pyrrolidin-l-yl)ethyl, 3-(pyrrolidin-l-yl)propyl, 3-(4-methylpiperazin-l- 
yl)propyl, 2-methoxycarbonyl-4-methylthiophen-3-ylmethyl, 3-(imidazol-l-yl)propyl, 
thiophen-2-ylmethyI and pyridin-2-ylmethyl groups; 

allyl groups; 

cyclobutyl groups, 2-methylcyclohexyI groups and 1,2,3,4-tetrahydro- 
naphthalen-l-yl groups; 

phenylhydrazido groups; 
phenyl and naphthyl groups; 
2-, 3-, 4-, 5- and 6-methylphenyl, 2-, 3-, 4-, 5- and 6-ethylphenyl, 2-, 3-, 4-, 5- and 6- 
methoxyphenyl, 2-, 3-, 4-, 5- and 6-ethoxyphenyl, 2-, 3-, 4-, 5- and 6-methyl-sulfanylphenyl, 
2-, 3-, 4-, 5- and 6-trifluoromethylphenyl, 2-, 3-, 4-, 5- and 6-chloro-phenyl, 2-, 3-, 4-, 5- and 
6-acetylphenyl, biphenyl-2-yl, biphenyl-3-yl, 2-, 3-, 4-, 5- and 6-benzylphenyl, 2-, 3-, 4-, 5- 
and 6-benzyIoxyphenyl, 2-, 3-, 4-, 5- and 6-(piperidin-l-yI)phenyl, 2,5-dimethoxyphenyl, 3- 
methoxy-5-trifluoromethylphenyl, 2-methoxy-5-methylphenyl, 3,5-bis-trifluoromethylphenyl 
and 4-methoxybiphenyI-3-yl groups; 

2,3-dihydrobenzo[l,4]dioxin-6-yl groups; 
benzyl, diphenylmethyl and 3,3-diphenylpropyl groups; 
2-trifluoromethylbenzyl, 3,5-bis-trifluoromethylbenzyI, 2-methoxybenzyl, 2-(2- 
methoxyphenyl)ethyl, 2-(3-methoxyphenyl)ethyl, 2-(4-methoxyphenyl)ethyl and 2,6- 
dimethoxybenzyl groups; 

benzo[l,3]dioxol-5-ylmethyl groups, 
l-ethoxycarbonylpiperidin-4-yl groups; 
thiazol-2-yI groups; 

2-ethyl-2H-pyrazol-3-yl, 5-methylisoxazol-3-yl, 2-ethoxycarbonyl-4-methyl- 
thiophen-2-yl and 2-methoxycarbonylthiophen-2-yl groups; and 
benzothiazoI-2-yl groups; 

or R 6 and R 7 together with the nitrogen atom to which they are attached 
represent a substituent selected from the group consisting of thiazolidin-3-yl, pyrrolidin-l-yl, 
pyrrolin-l-yl, piperidin-l-yl, piperazin-I-yl, morphoIin-4-yl, thiomorpholin-l-yl, 2,5- 



WO 02/064558 



PCT/US02/04326 



32 

dihydropyrrol-l-yl, decahydroquinolin-l-yl, 4-methylpiperidin-l-yl, 2,6-dimethyl-morpholin- 
4-yl, 4-methylpiperazin-l-yI, 4-(2-dimethylaminoethyl)piperazin-l-yl, 4-[2-(morpholin-4- 
yl)e%l]piperazin-l-yl, 4-phenylpiperazin-l-yl, 4-(2-morpholin-4-yl-ethyl)piperazin-l-yl, 4- 
(3-trifluoromethylphenyl)piperazin-l-yl, 4-(2-methoxyphenyl)-piperazin-l-yl, 4- 
benzylpiperazin-l-yl, 3,4-dihydro-2H-quinolin-l-yl and 4-ethoxycarbonylpiperidin-l-yl 
groups; and 

(15) R 2 is selected from the group consisting of ethoxy groups and groups of 
formula -NR 6 !* 7 wherein R 6 and R 7 are the same or different and each is selected from the 
group consisting of: 

hydrogen atoms, methyl groups, thiophen-2-ylmethyl groups, cyclobutyl 
groups, phenyl groups, naphthyl groups, 2-methoxyphenyI groups, 4-methoxyphenyI groups, 
3-ethoxyphenyl groups, 3-methylsulfanylphenyl groups, 4-chlorophenyl groups, biphenyl-2- 
yl groups, 3-benzyloxyphenyl groups, 4-(piperidin-l-yl)phenyl groups, 2,5-dimethoxyphenyl 
groups, 3-methoxy-5-trifluoromethylphenyl groups, 2-methoxy-5-methylphenyl groups, 2- 
trifluoromethylbenzyl groups, l-ethoxycarbonylpiperidin-4-yl groups, thiazol-2-yl groups 
and 5-methylisoxazol-3-yl groups; 

or R 6 and R 7 together with the nitrogen atom to which they are attached represent a 
substituent selected from the group consisting of thiazolidin-3-yl, 3,4-dihydro-2H-quinolin-l- 
yl, 2,5-dihydropyrroM-yl, 4-phenylpiperazin-l-yl, 4-(2-methoxyphenyl)piperazin-l-yl and 4- 
benzylpiperazin-l-yl groups. 

More preferred classes of compounds of the present invention are those compounds of 
formula (I) and pharmacologically acceptable salts thereof wherein: 

(i) X is as defined in (1) above, Y is as defined in (6) above and R 2 is as defined 
in (10) above; 

(ii) X is as defined in (2) above, Y is as defined in (7) above and R 2 is as defined 
in (11) above; 

(iii) X is as defined in (3) above, Y is as defined in (7) above and R 2 is as defined 
in (12) above; 
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(iv) X is as defined in (3) above, Y is as defined in (7) above and R 2 is as defined 
in (13) above; 

(v) X is as defined in (3) above, Y is as defined in (7) above and R 2 is as defined 
in (14) above; 

(vi) ■ X is as defined in (3) above, Y is as defined in (7) above and R 2 is as defined 
in (15) above; 

(vii) X is as defined in (4) above, Y is as defined in (8) above and R 2 is as defined 
in (13) above; 

(viii) X is as defined in (4) above, Y is as defined in (8) above and R 2 is as defined 
in (14) above; 

(ix) X is as defined in (4) above, Y is as defined in (8) above and R 2 is as defined 
in (15) above; 

(x) X is as defined in (5) above, Y is as defined in (9) above and R 2 is as defined 
in (13) above; 

(xi) X is as defined in (5) above, Y is as defined in (9) above and R 2 is as defined 
in (14) above; and 

(xii) X is as defined in (5) above, Y is as defined in (9) above and R 2 is as defined 
in (15) above. 

Particularly preferred compounds of the present invention are those compounds of 
formula (I) and pharmacologically acceptable salts thereof selected from the group consisting 
of: 

N<2-trifluoromethylben2yl)-5-(4-ac^^ 
4-carboxamide; 

5^4-acetylaminophenyl)-2^44ert-butylphenyl)^-[(4-phenylpiperazin-l- 
yl)carbonyl]oxazole; 



WO 02/064558 PCT7US02/04326 



34 



N-(2-methoxy-5-methylpheny^ 

carboxamide; 

5^4-acetylaminophenyl)-2^4-tert4>^ 
l-yl]carbonyl]oxazole; 

N-(2,5^imethoxyphenyI)-5-(4-acetylamm^ 
oxazole-4-carboxamide; 

N^naph1halen-l-yl)-5-(4-ac^ 
4-carboxamide; 

N-(2Hmethoxyphenyl)-5^4-acetylamm^^ 
4-carboxamide; 

i 

N-(3-methyIsulfanylphenyl>^ 
oxazole-4-carboxamide; 

N-[4-(piperidin- 1 -yl)pheny l]-5-(4-acetylaminophenyl)-2-(4-tert-buty lphenyl)- 
oxazole-4-carboxamide; 

N-(4-methoxyphenyl)-5^4-acetylami^ 
4-carboxamide; 

N-allyl-5-(4KiimethylamiM^ 

carboxamide; 

N-(24rifluoromethylbenzyl)-5^ 

carboxamide; 

NK3-methoxy-5-trifluoromethylphenyl>5-(4-acetylaminophenyl)-2-phe 
oxazole-4-carboxamide; and 

N^yclopropylmethyl-N-propyl-5-(4-acetylaminophenyl)-2-(4-tert- 
butylphenyl)-oxazole-4-carboxamide. 
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The compounds of formula (I) and pharmacologically acceptable salts thereof 
of the present invention can be prepared according to a variety of processes well known in the 
art for the preparation of compounds of this type, for example as described in the following 
methods A to F below. 

Method A 

Reaction Scheme A 



o 




o 



(la) 

In the above formulae, X* represents a substituent selected from the group 
consisting of phenyl groups, heteroaryl groups as defined above and heterocyclyl groups as 
defined above, in which said substituent is substituted with a nitro group or X a represents a 
pyridine group or a pyrimidine group; Y is as defined above; R 2 * represents an alkyl group 
having from 1 to 6 carbon atoms; and L 1 and L 2 are leaving groups. 
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Step Al 

In this step, a glycine ester of formula (II), wherein R 2a is as defined above, is 
reacted with a group of formula (HI), wherein Y and L 1 are as defined above to give an amide 
of formula (TV). 

The leaving group L J is a group which is capable of leaving as a nucleophilic residue. 
Examples include halogen atoms such as fluorine, chlorine, bromine and iodine, 
trihalogenomethyloxy groups such as trichloromethoxy, lower alkanesulfonyloxy groups 
such as methanesulfonyloxy and ethanesulfonyloxy groups, lower halogeno alkane 
sulfonyloxy groups such as trifluoromethanesulfonyloxy and pentafluoroethanesulfonyloxy 
groups, and arylsulfonyloxy groups such as benzenesulfonyloxy, p-toluenesulfonyloxy and p- 
nitrobenzenesulfonyloxy groups. Of these, halogen atoms are preferred, and chlorine atoms 
are particularly preferred. 

The reaction is preferably performed in the presence of an organic base as a 
catalyst, e.g. triethylamine. 

The reaction is normally and preferably effected in the presence of a solvent. There is 
no particular restriction on the solvent used, provided that it has no adverse effect on the 
reaction or the reagents involved and that it can dissolve the reagents, at least to some extent. 
Examples of suitable solvents which can be used include: halogenated hydrocarbons such as 
dichloromethane, chloroform, carbon tetrachloride and dichloroethane; ethers such as diethyl 
ether, diisopropyl ether, tetrahydrofiiran and dioxane; aprotic polar solvents such as 
dimethylformamide, dimethylacetamide and dimethylsulfoxide; nitriles such as acetonitrile; 
esters such as methyl acetate and ethyl acetate; aromatic hydrocarbons such as benzene, 
toluene and xylene; aliphatic hydrocarbons such as pentane, hexane and heptane; and 
mixtures thereof. Of these, we prefer halogenated hydrocarbons and particularly prefer 
dichloromethane. 

The reaction can take place over a wide range of temperatures, and the 
precise reaction temperature is not critical to the invention. The preferred reaction 
temperature will depend upon such factors as the nature of the solvent, and the starting 
material or reagent used. However, in general, we find it convenient to carry out the reaction 
at a temperature of from -78°C to 100°C, more preferably from -78°C to room temperature, 
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and most preferably at 0°C to room temeperature. The time required for the reaction may 
also vary widely, depending on many factors, notably the reaction temperature and the nature 
of the reagents and solvent employed. However, provided that the reaction is effected under 
the preferred conditions outlined above, a period of from 10 minutes to 24 hours, more 
preferably from 1 hour to 20 hours, and most preferably from 1 to 5 hours will usually 
suffice. 

Step A2 

This involves the reaction of the compound of formula (IV), prepared in Step 
Al above, with Lawesson's reagent [2,4-bis(4-methoxyphenyl)-l,3-dithia-2,4- 

diphosphetane-2,4-disulfide] to give a compound of formula (V) in which the . 
carbonyl group of the amide moiety of the compound of formula (IV) has been converted to a 
thiocarbonyl group. 

The use of Lawesson's reagent as a thiating reagent is well-known in the field 
of synthetic organic chemistry [see, for example, Bull. Soc. Chim. Belg., 87, 223, 229, 299, 
525 (1978); Synthesis, 941 (1979); and Tetrahedron, 35, 2433 (1979)] and this step can be 
performed in conventional manner. 

Step A3 

This step involves reaction of the compound of formula (V), produced in Step 
A2 above, with trimethyloxonium tetrafluoroborate to give a compound of formula (VI) in 
which the thioamide moiety has been converted to a methylsulfanylmethylenimino moiety. 
The use of trimethyloxonium tetrafluoroborate to effect this conversion is well-known in the 
field of synthetic organic chemistry and the reaction can be performed using these well- 
known techniques [see, for example, Yokoyama et al., Synthesis, 1994, 1467-1470; Gompper 
et al., Angew. Chem., 95(9), 1983, 727-729; Casadei et al, Synth. Commun., 13(9), 1983, 
753-760; Yokoyama et al., Bull. Chem. Soc. Jpn., 67(8), 1994, 2219-2226; Kreher et al., Z. 
Chem., 22(7), 1982, 258-259; Tueckmantel et al., Angew. Chem., 97(7), 1985, 592-594; and 
Kuhn et al., Pestic. Sci.; 41(3), 1994, 279-286]. 

The reaction is normally and preferably effected in the presence of a solvent. There is 
no particular restriction on the solvent used, provided that it has no adverse effect on the 



WO 02/064558 PCT/US02/04326 



38 



reaction or the reagents involved and that it can dissolve the reagents, at least to some extent. 
Examples of suitable solvents which can be used include: halogenated hydrocarbons such as 
dichloromethane, chloroform, carbon tetrachloride and dichloroethane; ethers such as diethyl 
ether, diisopropyl ether, tetrahydrofiiran and dioxane; aprotic polar solvents such as 
dimethylformamide, dimethylacetamide and dimethylsulfoxide; nitriles such as acetonitrile; 
esters such as methyl acetate and ethyl acetate; aromatic hydrocarbons such as benzene, 
toluene and xylene; aliphatic hydrocarbons such as pentane, hexane and heptane; and 
mixtures thereof. Of these, we prefer halogenated hydrocarbons and particularly prefer 
dichloromethane. 

The reaction can take place over a wide range of temperatures, and the 
precise reaction temperature is not critical to the invention. The preferred reaction 
temperature will depend upon such factors as the nature of the solvent, and the starting 
material or reagent used However, in general, we find it convenient to carry out the reaction 
at a temperature of from -78°C to 100°C, more preferably from -78°C to room temperature, 
and most preferably at 0°C to room temeperature. The time required for the reaction may 
also vary widely, depending on many factors, notably the reaction temperature and the nature 
of the reagents and solvent employed. However, provided that the reaction is effected under 
the preferred conditions outlined above, a period of from 10 minutes to 24 hours, more 
preferably from 1 hour to 20 hours, and most preferably from 1 to 5 hours will usually 
suffice. 

Step A4 

This step involves reaction of the compound of formula (VI), prepared as 
described in Step A3 above, with a compound of formula (VII), in which X a and L 2 are as 
defined above, in the presence of a base to give the desired oxazole derivative of formula (la) 
of the present invention, in which Y, X* and R 2a are as defined above. 

This reaction involves reaction of the compound of formula (VI) with the compound 
of formula (VII) via enolised intermediates in which the leaving group L 2 is first eliminated 
and then cyclisation takes place to give the compound of formula (la). The leaving group L 2 
is a group which is capable of leaving as a nucleophilic residue, examples of which are as 
given for L 1 above. Halogen atoms are preferred and chlorine atoms are particularly 
preferred. The base used can be any which is typically used in such reactions, examples of 
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which include organic bases such as organic amines, and triethylamine is particularly 
preferred. 

The reaction is normally and preferably effected in the presence of a solvent. There is 
no particular restriction on the solvent used, provided that it has no adverse effect on the 
reaction or the reagents involved and that it can dissolve the reagents, at least to some extent. 
Examples of suitable solvents which can be used include: halogenated hydrocarbons such as 
dichloromethane, chloroform, carbon tetrachloride and dichloroethane; ethers such as diethyl 
ether, diisopropyl ether, tetrahydrofiiran and dioxane; aprotic polar solvents such as 
dimethylformamide, dimethylacetamide and dimethylsulfoxide; nitriles such as acetonitrile; 
esters such as methyl acetate and ethyl acetate; aromatic hydrocarbons such as benzene, 
toluene and xylene; aliphatic hydrocarbons such as pentane, hexane and heptane; and 
mixtures thereof. Of these, we prefer halogenated hydrocarbons and particularly prefer 
dichloromethane. 

The reaction can take place over a wide range of temperatures, and the precise 
reaction temperature is not critical to the invention. The preferred reaction temperature will 
depend upon such factors as the nature of the solvent, and the starting material or reagent 
used. However, in general, we find it convenient to carry out the reaction at a temperature of 
from -78°C to 100°C, more preferably from 0°C to 100°C, and most preferably at 0°C to 
room temeperature. The time required for the reaction may also vary widely, depending on 
many factors, notably the reaction temperature and the nature of the reagents and solvent 
employed. However, provided that the reaction is effected under the preferred conditions 
outlined above, a period of from 10 minutes to 24 hours, more preferably from 1 hour to 20 
hours, and most preferably from 5 to 10 hours will usually suffice. 

Method B 

Reaction Scheme B 
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In the above formulae, Y, X a and R 20 are as defined above, R 6a and R 7a are the 
same as R 6 and R 7 defined above or are a protected version thereof in which a functional 
group present therein is protected by a protecting group and X b represents a substituent 
selected from the group consisting of phenyl groups, heteroaryl groups as defined above and 
heterocyclyl groups as defined above, in which said substituent is substituted with an amino 
group. 

Step Bl 

This step involves hydrolysis of the ester group CC>2R 2a present in the 
compound of formula (la), prepared as described in Step A4 above, to give a compound of 
formula (lb) of the present invention. The hydrolysis of an ester to give a free carboxyl group 
is well-known in the field of synthetic organic chemistry and can be performed using well- 
known techniques. 

More specifically, the hydrolysis reaction can be performed in the presence of a base 
or an acid. Examples of the acid include hydrochloric acid, sulfuric acid, phosphoric acid and 
hydrobromic acid; where a base is used, it is not particularly limited, provided that it does not 
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affect other parts of the compound, and preferred examples include alkali metal carbonates 
such as sodium carbonate and potassium carbonate, alkali metal hydroxides such as sodium 
hydroxide and potassium hydroxide or a cone, ammonia-methanol solution. Alkali metal 
hydroxides are particularly preferred. 

The solvent employable here is not particularly limited, provided that it is one usually 
used in hydrolysis reactions and does not inhibit the reaction, and preferred examples thereof 
include alcohols, e.g. methanol, ethanol or n-propanol, or ethers, e.g. tetrahydrofuran or 
dioxane, or mixtures thereof. Where an alkali metal hydroxide is employed, alcohols such as 
methanol or ethanol or mixtures thereof with an ether such as tetrahydrofuran are particularly 
preferred. 

While the reaction temperature and time vary depending on the starting material, the 
solvent, the reagent used, etc. and are not particularly limited, the reaction is usually carried 
out at a temperature of from 0°C to 150°C, preferably room temperature to 100°C, for a 
period of from 30 minutes to 10 hours and preferably from 1 to 5 hours. 

Step B2 

This step involves reaction of the compound of formula (lb) of the present 
invention, prepared as described in Step Bl above, with an amine of formula R 6a R 7a NH, 
wherein R 6a andR 7a are as defined above to give an amide of formula (Ic) of the present 
invention. 

This conversion of a carboxylic acid to an amide by reaction with an amine is 
well-known in the field of synthetic organic chemistry and can be performed using any of the 
well-known techniques. For example, the carboxylic acid of formula (lb) can be reacted with 
the amine of formula R 6a R 7a NH in the presence of an amidation catalyst such as 2-chloro-l,3- 
dimethyl-2~imidazolinium chloride. 

There is no particular restriction on the solvent used, provided that it has no adverse 
effect on the reaction or the reagents involved and that it can dissolve the reagents, at least to 
some extent. Examples of suitable solvents which can be used include: ethers such as diethyl 
ether, diisopropyl ether, tetrahydrofuran and dioxane; aprotic polar solvents such as 
dimethylfonnamide, dimethylacetamide and dimethyl sulfoxide; nitriles such as acetonitrile; 
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esters such as methyl acetate and ethyl acetate; aromatic hydrocarbons such as benzene, 
toluene and xylene; aromatic heterocyclic compounds such as pyridine; and aliphatic 
hydrocarbons such as pentane, hexane and heptane; and mixtures thereof. Aromatic 
heterocyclic compounds such as pyridine and nitriles such as acetonitrile, and mixtures 
thereof are particularly preferred. 

While the reaction temperature and time vary depending on the starting 
material, the solvent, the reagent used, etc. and are not particularly limited, the reaction is 
usually carried out at a temperature of from 0°C to 150°C, preferably room temperature to 
100°C, for a period of from 30 minutes to 30 hours and preferably from 1 to 24 hours. 

StepB3 

This step involves reduction of the nitro group present in the substituent X a in 
the compound of formula (Ic), prepared as described in Step B2 above, to an amino group to 
give a compound of formula (Id). 

This reduction reaction can be performed according using any conventional 
technique for the conversion of a nitro group to an amino group, e.g. hydrogenation in the 
presence of a hydrogenation catalyst such as palladium on activated carbon. 

The reaction is usually and preferably performed in the presence of a solvent. There 
is no particular restriction on the solvent used, provided that it has no adverse effect on the 
reaction or the reagents involved and that it can dissolve the reagents, at least to some extent. 
Examples of suitable solvents which can be used include: ethers such as diethyl ether, 
diisopropyl ether, tetrahydrofuran and dioxane; aprotic polar solvents such as 
dimethylformamide, dimethylacetamide and dimethyl sulfoxide; nitriles such as acetonitrile; 
esters such as methyl acetate and ethyl acetate; aromatic hydrocarbons such as benzene, 
toluene and xylene; and aliphatic hydrocarbons such as pentane, hexane and heptane; and 
mixtures thereof. Esters such as methyl acetate and ethyl acetate are particularly preferred. 

While the reaction temperature and time vary depending on the starting 
material, the solvent, the reagent used, etc. and are not particularly limited, the reaction is 
usually carried out at a temperature of from 0°C to 100°C, preferably 0°C to room 
temperature, for a period of from 30 minutes to 30 hours and preferably from 1 to 24 hours. 
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Method C 



Reaction Scheme C 




In the above formulae, X*, X b , Y, R 2 *, R 6a and R 7a are as defined above and X° 
represents a substituent selected from the group consisting of phenyl groups, heteroaryl 
groups as defined above and heterocyclyl groups as defined above, in which said substituent 
is substituted with a group of formula -NHR 10 wherein R 10 represents a lower alkyl group as 
defined above or an aryl group as defined above. 

Step CI 

This involves reduction to an amino group of the nitro substituent on the group 
X* in the compound of formula (la), prepared as described in Step A4 above, to give a 
compound of formula (Ie) in which X b is as defined above. This reduction step is performed 
in a similar manner to that described in Step B3 above. 
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Step C2 

This involves reaction of the compound of formula (Ie), prepared as described 
in Step CI above, with a monoalkylating or monoarylating reagent to give a compound of 
formula (If) in which the amino group of the moiety X b has been converted to a 
monoalkylamino group or monoarylamino group of formula -NHR 10 . 

Where the amino group of X b is to be converted to a monoalkylamino group, 
this can be performed using any technique known in synthetic organic chemistry for such a 
reaction. For example, the compound of formula (Ie) can be reacted with a trialkyloxonium 
tetrafluoroborate. The reaction is normally and preferably effected in the presence of a 
solvent. There is no particular restriction on the solvent used, provided that it has no adverse 
effect on the reaction or the reagents involved and that it can dissolve the reagents, at least to 
some extent. Examples of suitable solvents which can be used include: halogenated 
hydrocarbons such as dichloromethane, chloroform, carbon tetrachloride and dichloroethane; 
ethers such as diethyl ether, diisopropyl ether, tetrahydrofiiran and dioxane; aprotic polar 
solvents such as dimethylformamide, dimethylacetamide and dimethylsulfoxide; nitriles such 
as acetonitrile; esters such as methyl acetate and ethyl acetate; aromatic hydrocarbons such as 
benzene, toluene and xylene; aliphatic hydrocarbons such as pentane, hexane and heptane; 
and mixtures thereof. Of these, we prefer halogenated hydrocarbons and particularly prefer 
dichloromethane. 

The reaction can take place over a wide range of temperatures, and the precise 
reaction temperature is not critical to the invention. The preferred reaction temperature will 
depend upon such factors as the nature of the solvent, and the starting material or reagent 
used. However, in general, we find it convenient to carry out the reaction at a temperature of 
from -78°C to 100°C, more preferably from 0°C to 100°C, and most preferably at 0°C to 
room temperature. The time required for the reaction may also vary widely, depending on 
many factors, notably the reaction temperature and the nature of the reagents and solvent 
employed. However, provided that the reaction is effected under the preferred conditions 
outlined above, a period of from 10 minutes to 24 hours, more preferably from 1 hour to 20 
hours, and most preferably from 1 to 5 hours will usually suffice. 

An alternative for conversion of the amino group of X 6 to a monoalkylamino 
group involves reaction of the compound of formula (Ie) with a ketone of formula R 8 R 9 CO, 
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wherein R 8 and R 9 are the same or different and each represents an alkyl group having from 1 
to 3 carbon atoms, provided that R 8 and R 9 do not both represent a propyl group, to give an 
imine intermediate which is then reduced to give a compound of formula (If) in which the 
group of formula -NHR 10 is a branched monoalkylamino group. This is a standard technique 
in synthetic organic chemistry and can be performed using any technique known for such a 
reaction [see, for example, Horner et al., Can. J. Chem. 1966, 44, 315; Meiners et al., J. Org. 
Chem., 1958, 23, 1122; Richardson et al., J. Chem. Soc., 1962, 2758; Hamlin et al., J. Am. 
Chem. Soc, 1953, 75, 369; and Fry et al., J. Org. Chem. 1984, 49(25), 4877]. 

Where the amino group of X b is to be converted to a monoarylamino group, 
this can be performed using any technique known in synthetic organic chemistry for such a 
reaction. For example suitable techniques are described in Rivas et al., Tetrahedron, 
Asymmetry, 11,8, 2000, 1703; Swamy et al., Bioorg. Med. Chem. Lett., 10, 4, 2000, 361; 
Edmondson et al., Org. Lett., 2, 8, 2000, 1109; Mugrage et al, 41, 13, 2000, 2047; and 
Prashad et al., J. Org. Chem., 65, 8, 2000, 2612. 

Step C3 

This step involves hydrolysis of the ester group C0 2 R 2a present in the 
compound of formula (If), prepared as described in Step C2 above, to give a compound of 
formula (Ig) of the present invention. This hydrolysis step is performed in a similar manner 
to that described in Step Bl above. 

Step C4 

This step involves reaction of the compound of formula (Ig) of the present 
invention, prepared as described in Step C3 above, with an amine of formula R 6a R 7a NH, 
wherein R 6a andR 7a are as defined above to give an amide of formula (Ih) of the present 
invention. This step is performed in a similar manner to that described in Step B2 above. 
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Method D 
Reaction Scheme D 




Ok) 



In the above formulae, X 6 , Y, R 2 *, R^andR 7 " are £is defined above and X d represents 
a substituent selected from the group consisting of phenyl groups, heteroaryl groups as 
defined above and heterocyclyl groups as defined above, in which said substituent is 
substituted with a group of formula -N(R 12 >2 wherein each R 12 is the same or different and 
represents a lower alkyl group as defined above or an aryl group as defined above. 

StepDl 

This step involves reaction of a compound of formula (Ie), prepared as 
described in Step CI above, with a dialkylating or diary lating reagent to give a compound of 
formula (Ii) in which the amino group of the moiety X b has been converted to a dialkylamino 
group or diary lamino group of formula -N(R 12 ) 2 . 

Where the amino group of X b is to be converted to a dialkylamino group, this 
can be performed using any technique known in synthetic organic chemistry for such a 
reaction. For example, the compound of formula (Ie) can be reacted with an aldehyde of 
formula R n CHO where R 11 is a hydrogen atom or an alkyl group having from 1 to 5 carbon 
atoms followed by catalytic reduction of the imino groups thus formed to give the desired 
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dialkylamino compound. This is a method well-known in the field of synthetic organic 
chemistry and can be performed using standard reaction conditions. For example, an 
alcoholic solution of the compound of formula (Ie) can be reacted with fonnaldehyde and 
hydrogen in the presence of a hydrogenation catalyst such as palladium on activated carbon 
to give a compound of formula (Ii) in which the amino group of the moiety X 6 has been 
converted to a dimethylamino group. 

As an alternative, where the amino group of the substituent X b in the 
compound of formula (Ie) is to be converted to a dialkylamino group, this can be performed 
by reacting the compound of formula (Ie) with a group of formula R 13 -L 4 wherein R 13 is a 
lower alkyl group as defined above and L 4 is a group which is capable of leaving as a 
nucleophilic residue, examples of which are as given for L l above. Tliis is a reaction well- 
known in the field of synthetic organic chemistry and can be performed using well-known 
techniques. 

Step D2 

This step involves hydrolysis of the ester group CC>2R 2a present in the 
compound of formula (Ii), prepared as described in Step Dl above, to give a compound of 
formula (Ij) of the present invention. This hydrolysis step is performed in a similar manner to 
that described in Step Bl above. 
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Step D3 

This step involves reaction of the compound of formula (Ij) of the present 
invention, prepared as described in Step D2 above, with an amine of formula R 6a R 7a NH, 
wherein R 6a and R 7a are as defined above to give an amide of formula (Ik) of the present 
invention. This step is performed in a similar manner to that described in Step B2 above. 

Method E 

Reaction Scheme E 




In the above formulae, X b , Y, R 2 *, R 6 * andR 7a are as defined above and X e represents 
a substituent selected from the group consisting of phenyl groups, heteroaryl groups as 
defined above and heterocyclyl groups as defined above, in which said substituent is 
substituted with a group of formula -NHCOR 14 wherein R 14 is a lower alkyl group as defined 
above, aryl group as defined above, heteroaryl group as defined above or cycloalkyl group as 
defined above and L 3 is a leaving group. 



Step El 
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This step involves reaction of a compound of formula (Ie), prepared as 
described in Step CI above, with an acylating agent of formula R l4 COL 3 to give a compound 
of formula (II) in which the amino group of the moiety X b has been converted to an 
acylamino group of formula -NHCOR 14 . 

This is a reaction well-known in the field of synthetic organic chemistry and can be 
performed using well-known techniques. L 3 is a group which is capable of leaving as a 
nucleophilic residue, examples of which are as given for L 1 above. Preferably, L 3 is a 
halogen atom, and most preferably a chlorine atom. 

Preferably, the reaction is performed in the presence of an organic amine as a 
catalyst, e.g. pyridine. 

The reaction is normally and preferably effected in the presence of a solvent. There is 
no particular restriction on the solvent used, provided that it has no adverse effect on the 
reaction or the reagents involved and that it can dissolve the reagents, at least to some extent. 
Examples of suitable solvents which can be used include: halogenated hydrocarbons such as 
dichloromethane, chloroform, carbon tetrachloride and dichloroethane; ethers such as diethyl 
ether, diisopropyl ether, tetrahydrofuran and dioxane; aprotic polar solvents such as 
dimethylformamide, dimethylacetamide and dimethylsulfoxide; nitriles such as acetonitrile; 
hydrocarbons such as benzene, toluene and xylene; aliphatic hydrocarbons such as pentane, 
hexane and heptane; and mixtures thereof. Of these, we prefer halogenated hydrocarbons and 
particularly prefer dichloromethane. 

The reaction can take place over a wide range of temperatures, and the precise 
reaction temperature is not critical to the invention. The preferred reaction temperature will 
depend upon such factors as the nature of the solvent, and the starting material or reagent 
used. However, in general, we find it convenient to carry out the reaction at a temperature of 
from -78°C to 100°C, more preferably from 0°C to 100°C, and most preferably at 0°C to 
room temperature. The time required for the reaction may also vary widely, depending on 
many factors, notably the reaction temperature and the nature of the reagents and solvent 
employed. However, provided that the reaction is effected under the preferred conditions 
outlined above, a period of from 10 minutes to 24 hours, more preferably from 30 minutes to 
5 hours, and most preferably from 30 minutes to 5 hours will usually suffice. 
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StepE2 

This step involves hydrolysis of the ester group CC^R 23 present in the 
compound of formula (II), prepared as described in Step El above, to give a compound of 
formula (Im) of the present invention. This hydrolysis step is performed in a similar manner 
to that described in Step Bl above. 

Step E3 

This step involves reaction of the compound of formula (Im) of the present 
invention, prepared as described in Step E2 above, with an amine of formula R 6o R 7a NH, 
wherein R 6a and R 7a are as defined above to give an amide of formula (In) of the present 
invention. This step is performed in a similar manner to that described in Step B2 above. 
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Method F 



Reaction Scheme F 



monoalkylating or 
monoarylating agent 

Step Fl 




NR 6a R 7a 



X^-NR 6 ^ 



O \ dialkyiating or 
diarylating agent 



R w COL 3 
OX) 
StepF2 




(In) 



Method F provides alternative routes for the production of compounds of 
formulae (Ui), (Be) and (hi) using a compound of formula (Id), prepared as described in Step 
B3 above, as a starting material. X 6 , X s , X", X 6 , Y, R 6a , R 7a , L 3 and R 14 are as defined above. 



StepFl 
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This involves reaction of the compound of formula (Id), prepared as described in Step 
B3 above, with a monoalkylating or monoarylating reagent to give a compound of formula 
(Ih) in which the amino group of the moiety X b has been converted to a monoalkylamino 
group or monoarylamino group of formula -NHR 10 wherein R 10 is as defined above. This 
monoalkylating or monoarylating step is performed in a similar manner to that described in 
Step C2 above. 

StepF2 

This step involves reaction of a compound of formula (Id), prepared as described in 
Step B3 above, with an acylating agent of formula R 14 COL 3 , wherein R 14 and L 3 are as 
defined above, to give a compound of formula (In) in which the amino group of the moiety 
X b has been converted to an acylamino group of formula -NHCOR 14 . This acylating step is 
performed in a similar manner to that described in Step El above. 

Step F3 

This step involves reaction of a compound of formula (Id), prepared as described in 
Step B3 above, with a dialkylating or diarylating reagent to give a compound of formula (Ik) 
in which the amino group of the moiety X b has been converted to a dialkylamino group or 
diarylamino group of formula -N(R l2 ) 2 wherein R 12 is as defined above. This dialkylating or 
diarylating step is performed in a similar manner to that described in Step Dl above. 

Where R 6a and/or R 7a in the compounds of formula (Ic), (Id), (Ih), (Ik) and (In) 
produced in Methods B to F above are protected versions of R 6a and/or R 7a , the protecting 
groups can be removed at any point after introduction of the moiety 

~NR 6a R 7a according to techniques well-known in the art to give the unprotected 
compounds of the present invention. The protecting groups used are ones in which a 
functional group (for example, an amino group) is modified by the addition of a protecting 
group using conventional techniques well-known in the art (see, for example, "Protective 
Groups in Organic Synthesis, Second Edition, Theodora W. Greene and Peter G.M. Wuts, 
1991, John Wiley & Sons, Inc.). The protecting group is a protecting group which is 
removable by a chemical process such as hydrolysis, hydrogenolysis, electrolysis or 
photolysis. 
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After completion of each of the reactions described in the steps of Method A to 
Method F above, the desired compound may be isolated from the reaction mixture in a 
conventional manner. For example, it can be obtained by neutralizing the reaction mixture as 
needed, removing insoluble matters by filtration, if any are present, adding organic solvents 
which are not miscible with each other, such as water and ethyl acetate, washing with water 
or the like, separating the organic layer containing the desired compound, drying it over 
anhydrous magnesium sulfate or the like and then distilling off the solvent. 

If necessary, the desired compound thus obtained can be isolated and purified by 
using a conventional method such as recrystallization or reprecipitation or by a 
chromatographic method. Examples of chromatography include adsorption column 
chromatography using a carrier such as silica gel, alumina or magnesium-silica gel type 
Florisil, chromatography using a synthetic adsorbent, for example, partition column 
chromatography using a carrier such as Sephadex LH-20 (product of Pharmacia), Amberlite 
XAD-11 (product of Rohm & Haas) or Diaion HP-20 (product of Mitsubishi Chemical), ion 
exchange chromatography and normal-phase-reverse-phase column chromatography (high- 
performance liquid chromatography) using a silica gel or alkylated silica gel, e.g. Prontosil 
Prep 2005® (product of Bischoff, Inc.) and ZORBAX® SB-C-8 columns (product of Hewlett- 
Packard, Inc.). If necessary, two or more of these techniques can be used in combination to 
isolate and purify the desired compound. 

The oxazole derivatives of formula (I) and pharmacologically acceptable salts 
thereof of the present invention show excellent activity in inhibiting the production of IL-4 in 
warm-blooded animals, which may be humans. Consequently, they are effective as a 
medicament, particularly as an agent for the prophylaxis or treatment of diseases mediated by 
IL-4 in warm-blooded animals. In particular, said diseases are allergic diseases including 
asthma, atopic dermatitis, allergic rhinitis, food allergies, and systemic anaphylaxis. 

Hie compounds of formula (I) and pharmacologically acceptable salts thereof 
according to the present invention can be administered by a number of different routes. 
Examples of these administration routes include oral administration in the form of tablets, 
capsules, granules, powders or syrups and parenteral administration in the form of injections 
or suppositories. Such formulations can be prepared in a known manner by using additives 
such as an excipients, lubricants, binders, disintegrators, stabilizers, corrigents and diluents. 
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Examples of suitable excipients include: organic excipients, examples of 
which include sugar derivatives such as lactose, sucrose, dextrose, mannitol and sorbitol, 
starch derivatives such as corn starch, potato starch, cc-starch, dextrin and carboxymethyl 
starch, cellulose derivatives such as crystalline cellulose, low-substituted 
hydroxypropylcellulose, hydroxypropylmethylcellulose, carboxymethylcellulose, calcium 
carboxymethylcellulose and sodium internally-crosslinked carboxymethyl-cellulose, gum 
arabic, dextran and pullulan; and inorganic excipients, examples of which include silicate 
derivatives such as soft silicic acid anhydride, synthetic aluminum silicate and magnesium 
aluminometasilicate, phosphates such as calcium phosphate, carbonates such as calcium 
carbonate, and sulfates such as calcium sulfate. 

Examples of suitable lubricants include: stearic acid; metal salts of stearic acid 
such as calcium stearate and magnesium stearate; talc; colloidal silica; waxes such as bee 
gum and spermaceti; boric acid; adipic acid; sulfates such as sodium sulfate; glycol; fiimaric 
acid; sodium benzoate; DL-leucine; sodium salts of an aliphatic acid; lauryl sulfates such as 
sodium lauryl sulfate and magnesium lauryl sulfate; silicic acid derivatives such as silicic 
anhydride and silicic acid hydrate; and starch derivatives exemplified above as examples of 
suitable excipients. 

Examples of suitable binders include polyvinylpyrrolidone, Macrogol and 
• compounds similar to those exemplified above as suitable excipients. 

Examples of suitable disintegrators include compounds similar to those 
exemplified above as suitable excipients and chemically modified starch or cellulose 
derivatives such as sodium cross carmellose, sodium carboxymethyl starch and crosslinked 
polyvinylpyrrolidone. 

Examples of suitable stabilizers include: paraoxybenzoate esters such as 
methylparaben and propylparaben; alcohols such as chlorobutanol, benzyl alcohol and 
phenylethyl alcohol; benzalkonium chloride; phenol derivatives such as phenol and cresol; 
thimerosal; dehydroacetic acid; and sorbic acid. Examples of suitable corrigents include 
sweeteners, acidifiers and flavors commonly employed for this purpose. 
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The dose of the compound of formula (I) or a pharmacologically acceptable 
salt thereof according to the present invention will vary depending on a variety of factors 
including the condition to be treated, the age of the patient and the administration route. 
When administered orally, it is administered to an adult (e.g. an adult human) in an amount of 
0.1 mg (preferably 0.5 mg) a day as a lower limit and 2000 mg (preferably 500 mg) a day as 
an upper limit. It can be administered in from one to several portions depending on the 
condition of the patient. When administered intravenously, it is administered to an adult in 
an amount of 0.01 mg (preferably 0.05 mg) a day as a lower limit and 200 mg (preferably 50 
. mg) a day as an upper limit. It can be administered in from one to several portions depending 
on the condition of the patient. 

Illustrative Examples 

The following examples, reference examples, formulation examples and test examples 
are intended to further illustrate the present invention and are not intended to limit the scope 
of the invention in any way. 

In the foDowing examples and reference examples, all high pressure liquid 
chromatography (HPLC) analyses were performed using a Hewlett-Packard ZORBAX® SB- 
C-8 column (4.6 mm x 30 mm). The 2.5 minute elution method was performed at a flow-rate 
of 3.0 ml/min and utilized a linear gradient profile (85% water/15% acetonitrile/0.1% TFA 
-5% water/95% acetonitrile/0.1% TFA). AH HPLC purifications were performed using a 
Bischoff Prontosil Prep 2005® 120-1 0-C-18-SH column (50 mm x 20 mm). The 3.5 minute 
elution method was performed at a flow-rate of 40 ml/min and utilized a linear gradient 
profile (85% water/15% acetonitrile/0.1% TFA -5% water/95% acetonitrile/0.1% TFA). 
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Examples 



Example 1 



Ethyl 2-(4-rerf-butylphenylV5-(4-nitrophenvnoxazole-4-carboxvlate 




♦ 

V 



0 



4-Nitrobenzoyl chloride (64 mmol, 1 1.8 g) and triethylamine (64 mmol, 8.9 ml) were 
added to a solution of ethyl [[[l-(4-rer/-butylphenyl)-l-methylsulfenyl]methylidene]- 
amino]acetate (19.8 mmol, 5.8 g), prepared as described in Reference Example 6 below, in 
dichloromethane (200 ml) and the reaction was stirred for 8 hours at room temperature. At 
the end of this time, the solvent was removed in vacuo and the crude residue partitioned 
between diethyl ether (150 ml) and 2M hydrochloric acid solution (100 ml). The organic 
layer was washed with water (100 ml) and brine (100 ml), dried over sodium sulfate and the 
solvent removed in vacuo. The resulting residue was subjected to flash chromatography 
(12.5 % ethyl acetate/hexanes) to provide the title compound as a yellow solid (5.2 g, 67%). 

'H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 ppm: 

8.36 (multiplet, 4H); 

8.05 (doublet, J - 10 Hz, 2H); 

7.56 (doublet, J - 10 Hz, 2H); 
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4.48 (quartet, J = 7.2 Hz, 2H); 

1.43 (triplet, J = 7.2 Hz, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.59 min. 

Mass Spectrum (ES+, m/z): 395 (M+H) + . 

Example 2 

Ethyl 2-(biphenyl-2-vrh5-(4-nitrophenyl)oxazole-4-carboxylate 



The title compound was prepared from ethyl [[[l-(biphenyl-2-yl)-l-methylsulfenyl]- 
methylidene]amino]acetate, prepared as described in Reference Example 7 below, in a 
manner analogous to Example 1 above. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI 3 ) 8 ppm: 
8.22 (doublet, J - 10 Hz, 2H); 
7.88 (doublet, J =10 Hz, 2H); 
7.80 (doublet, J =10 Hz, 1H); 
7.61 (multiplet, 1H); 
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7.52 (multiplet, 2H); 
7.25 (multiplet, 5H); 
4.30 (quartet, 2H); 
1.30 (triplet, 3H). 

HPLC: Retention time = 1 .43 min. 
Mass Spectrum (ES+, m/z): 414 (M+H) + . 

Example 3 

Ethyl 5-(4-nitrophenyQ-2-phenyloxazole^-carboxylate 



The title compound was prepared from ethyl [r(l-methvlsulfanvl-l- 
phenvDmethvlidenehamino) 'acetate, prepared as described in Reference Example 8 below, in 
a manner analogous to Example 1 above. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 ppm: 

8.35 (multiplet, 4H); 

8.12 (multiplet, 2H); 

7.53 (multiplet, 3H); 

4.48 (quartet, 2H); 

1.45 (triplet, 3H); 
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1.43 (triplet, 3H). 

HPLC: Retention time = 1.34 min. 
Mass Spectrum (ES+, m/z): 339 (M+H) + . 

Example 4 

Ethyl 2-(4"/gr/-butvlphenYlV5-f3-nitrophenYl)oxazole-4"Carboxvlate 




The title compound was prepared from ethyl [[[l-(4-ter/-butylphenyl)-l- 
methylsulfanyl]-methyUdene]amino]acetate, prepared as described in Reference Example 6 
below, and 3-nitro-benzoyl chloride in a manner analogous to Example 1 above. 

l H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI3) 5 ppm: 

8.96 (multiplet, 1H); 

8.50 (multiplet, 1H); 

8.35 (multiplet, 1H); 

8.06 (doublet, J =10 Hz, 2H); 

7.70 (triplet, 1H); 

7.57 (doublet, J - 10 Hz, 2H); 

4.49 (quartet, 2H); 
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1.45 (triplet, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.58 min. 

Mass Spectrum (ES+, m/z): 395 (M+H) + .- 



Example 5 

2-(4-fe^ButylphenvlV5-(4-nitrophenyl)oxa2ole-4-carboxylicacid 



A solution of 10% aqueous sodium hydroxide (10 ml) was added to a solution of ethyl 
2-(4-ferr-butylphenyl)-5-(4-nitrophenyl)oxazole-4-carboxylate (4.3 mmol, 1.7 g), prepared as 
described in Example 1 above, in a mixture of methanol (15 ml) and tetrahydro&ran (10 ml). 
The resulting reaction mixture was stirred for 1 hour and a precipitate gradually formed. At 
the end of this time, 2M hydrochloric acid solution (50 ml) was added and stirring was 
continued until a uniform precipitate was obtained. Filtration of the reaction mixture 
provided the title compound as a yellow solid (1.52 g, 97%). 
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^-Nuclear Magnetic Resonance Spectrum (300 MHz, ck-DMSO) 8 ppm: 

8.40 (doublet, J = 10 Hz, 2H); 

8.32 (doublet, J =10 Hz, 2H); 

8.05 (doublet, J =10 Hz, 2H); 

7.58 (doublet, J = 10 Hz, 2H); 

1.32 (singlet, 9H). 

HPLC: Retention time =1.31 min. 

Mass Spectrum (ES+, m/z): 367 (M+H) + . 



jV-(thiazoI-2-yiy2-(4-fert-butylpfe 



2-Chlorchl,3Kiimethyl-2-imidazolinium chloride (DMC) (5.3 mmol, 0.9 g) was added 
to a solution of 2-(4-/^butylphenyl)-5-(4-nitrophenyl)oxazole-4-carboxylic acid (3.6 mmol, 
1 .3 g), prepared as described in Example 5 above, in acetonitrile (10 ml) and pyridine (3 ml). 
2-Aminothiazole (3.6 mmol, 0.36 g) was then added and the resulting reaction mixture was 
stirred for 2 hours at room temperature. At the end of this time, the solvent was removed in 
vacuo and the crude residue partitioned between chloroform (50 ml) and 2M hydrochloric 
acid solution (20 ml). The organic layer was washed with brine (20 ml), dried over sodium 



Example 6 
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sulfate and the solvent then removed in vacuo. Flash chromatography of the resulting crude 
residue (20 % ethyl acetate/hexanes) provided the title compound as a yellow solid (990 mg, 
60%). 

'H-Nuclear Magnetic Resonance Spectrum (300 MHz, dVDMSO) 8 ppm: 

12.18 (singlet, 1H); 

8.43 (singlet, 4H); 

8.22 (doublet, J = 10 Hz, 2H); 

7.60 (doublet, J = 10 Hz, 2H); 

7.58 (doublet, J = 3 Hz, 1H); 

7.35 (doublet, J = 3 Hz, 1H); 

1.32 (singlet, 9H). 

HPLC: Retention time = 1.61 min. 

Mass Spectrum (ES+, m/z): 449 (M+H) + . 



J^tMazol-2-vlV5-(4-ammophenylV2-(4-ter/-butvlphenvnoxazole-4-carboxamide 



Example 7 
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10% palladium on activated carbon (0.045 mmol, 0.05 g) was added to a solution of 
N<thiazol-2-yl)-2-(4-te^butylphenyl)^ (0.45 mmol, 

0.2 g), prepared as described in Example 6 above, in ethyl acetate (10 ml). The reaction 
mixture was placed under 101.3 kPa (1 atmosphere) of hydrogen and stirred vigorously 
overnight. At the end of this time, methanol (20 ml) was added and the solution was heated 
to dissolve the product. After filtration of the reaction mixture through a pad of Celite®, the 
solvent was removed in vacuo providing 188 mg (100 %) of the title compound as a yellow 
solid. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, ds-DMSO) 8 ppm: 

11.60 (singlet, 1H); 

8.18 (doublet, J =10 Hz, 2H); 

7.83 (doublet, J =10 Hz, 2H); 

7.59 (doublet, J =10 Hz, 2H); 

7.58 (doublet, J = 3 Hz, 1H); 

7.35 (doublet, J = 3 Hz, 1H); 

6.68 (doublet, J = 10 Hz, 2H); 

5.90 (singlet, 2H); 

1.34 (singlet, 9H). 

HPLC: Retention time =1.33 min. 

Mass Spectrum (ES+, m/z): 419 (M+H) + . 
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Example 8 

jV-(ttiazol-2-yl>2-(4-/e^ 



Formaldehyde (37% aqueous solution) (1 ml) was added to a solution of N-(thiazol-2- 
yl)-5-(4-aminophenyl)-2-(4-/e/t-butylphenyl)oxazole^carboxamide (0.48 mmol, 0.2 g), 
prepared as described in Example 7 above, and 10% palladium on activated carbon (0.1 
mmol, 0.1 g) in 95% ethanol (5 ml). The reaction mixture was placed onto a Parr shaker at 
379.2 kPa of hydrogen for 4 days. The solvent was then removed in vacuo and the residue 
partitioned between chloroform (20 ml) and water (10 ml). The organic layer was washed 
with brine (10 ml) and dried over sodium sulfate. Removal of the solvent in vacuo afforded a 
yellow residue. Flash chromatography (25% ethyl acetate/hexanes) of this crude residue 
provided 26.5 mg (12%) of the title compound as a yellow solid. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCb) 8 ppm: 

10.62 (singlet, 1H); 

8.30 (doublet, J = 9 Hz, 2H); 

7.95 (doublet, J = 9 Hz, 2H); 

7.55 (doublet, J = 9Hz, 2H); 

7.53 (doublet, J = 3 Hz, 1H); 
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7.02 (doublet, J = 3 Hz, 1H); 

6.75 (doublet, J = 9 Hz, 2H); 

3.05 (singlet, 6H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.62 min. 

Mass Spectrum (ES+, m/z): 447 (M+H) + . 

Example 9 

Ethyl 5-(4-aminophenylV2-f4-/erf-butylphenynoxazole-4-carboxylate 




10% palladium on activated carbon (0.33 mmol, 0.3 g) was added to a solution of 
ethyl 2-(4-ferr-butylphenyl)-5-(4-nitrophenyl)oxazole-4-carboxylate (3.3 mmol, 1.3 g), 
prepared as described in Example 1 above, in ethyl acetate (50 ml). The reaction mixture was 
placed under 101.3 kPa (1 atmosphere) of hydrogen and stirred vigorously overnight. At the 
end of this time, methanol (20 ml) was added and the solution was heated to dissolve the 
product. After filtration through a pad of Celite®, the solvent was removed in vacuo 
providing 1.24 g (100 %) of the title compound as a yellow solid. 
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^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 ppm: 

8.04 (doublet, J = 9 Hz, 2H); 

7.95 (doublet, J = 9 Hz, 2H); 

7.52 (doublet, J = 9Hz,2H); 

6.75 (doublet, J- 9Hz, 2H); 

4.45 (quartet, 2H); 

4.00 (singlet, 2H); 

1.42 (triplet, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.32 min. 

Mass Spectrum (ES+, m/z): 365 (M+H) + . 

Example 10 

Ethyl 5-(3-aminophenyI)-2'(4-/gyt-butylphepyt)oxazole"4-carboxylate 




10 % palladium on activated carbon (0.16 mmol, 0.15 g) was added to a solution of 
ethyl 2-(4-ter/-butylphenyl)-5-(3-nitrophenyl)oxazole-4-carboxylate (10.5 mmol, 4.15 g), 
prepared as described in Example 4 above, in ethyl acetate (60 ml). The reaction vessel was 
fitted to a Parr shaker apparatus and shaken vigorously overnight at 379.2 kPa hydrogen 
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pressure. The reaction mixture was then filtered through a pad of Celite® and the solvent was 
removed in vacuo to provide 1.24 g (100 %) of the title compound as a yellow solid. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 8 ppm: 
8.04 (doublet, J = 9 Hz, 2H); 
7.52 (multiplet, 4H); 
7.26 (multiplet, 1H); 

6.80 (doublet of doublets, Ji = 9 Hz, J 2 - 2 Hz, 1H); 

4.45 (quartet, 2H); 

3.88 (broad singlet, 2H); 

1.42 (triplet, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.36 min. 

Mass Spectrum (ES+, m/z): 365 (M+H) + . 

Example 11 

Ethyl 5>(4-aminophenyl)-2-(biphenyl-2-yl)oxazole-4-carboxy]ate 
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The title compound was prepared from ethyl 2-(biphenyl-2-yl)-5-(4- 
nitrophenyl)oxazoIe-4-carboxyIate, prepared as described in Example 2 above, in a maimer 
analogous to Example 10 above. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCb) 5 ppm; 

7.74 (doublet, J = 9 Hz, 1H); 

7.57 (doublet, J = 9 Hz, 2H); 

7.50 (multiplet, 3H); 

7.25 (doublet, J = 9 Hz, 2H); 

7.23 (multiplet, 3H); 

6.60 (doublet, J = 9 Hz, 2H); 

4.25 (quartet, 2H); 

3.90 (broad singlet, 2H); 

1.25 (triplet, 3H). 

HPLC: Retention time = 1.26 min. 

Mass Spectrum (ES+, m/z): 385 (M+H) + . 



Example 12 



Ethyl 5-(4-aminophenyD-2-phenyloxazole4-carboxylate 




o' 
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The title compound was prepared from ethyl 5-(4-nitrophenyl)-2-phenyloxazole-4- 
carboxylate, prepared as described in Example 3 above, in a manner analogous to Example 
10 above. 

! H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCU) 8 ppm: 

8.10 (multiplet, 2H); 

7.97 (doublet, J- 9Hz, 2H); 

7.48 (multiplet, 3H); 

6.75 (doublet, J- 9 Hz, 2H); 

4.45 (quartet, 2H); 

4.00 (broad singlet, 2H); 

1.32 (triplet, 3H). 

HPLC: Retention time =1.11 min. 

Mass Spectrum (ES+, m/z): 309 (M+H) + . 
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Example 13 



Ethyl 2-(4-ferfrbutylphenylV5^ 



HN- 




0 



Ethyl 5K4-aminophenyl>-2-(4-terf--butylpheiiyl)oxazole-4-carboxylate (626 mg, 1.72 
mmol), prepared as described in Example 9 above, was dissolved in dichloromethane (13 ml). 
Trimethyloxonium tetrafluoroborate (305 mg, 2.06 mmol) was added and the resulting 
reaction mixture was stirred for 2 hours at room temperature. At the end of this time, the 
reaction mixture was diluted with dichloromethane (30 ml) and the organic layer washed with 
sodium hydrogencarbonate and brine. Removal of the solvent from the organic layer in 
vacuo yielded a crude mixture that was purified via flash chromatography (99.5:0.5 
dichloromethane:methanol) to afford the title compound as a yellow solid (110 mg, 16%). 
Trituration with hexanes/trace ether gave a sample that was analytically pure (20 mg). 

! H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI3) 5 ppm: 



8.04 (doublet, J 



9Hz,2H); 



7.97 (doublet, J 



9Hz, 2H); 



7.51 (doublet, J 



9Hz,2H); 



6.64 (doublet, J 



9Hz,2H); 
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4.45 (quartet, 2H); 

4.20 (singlet, 1H); 

2.90 (singlet, 3H); 

1.42 (triplet, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.41 min. 

Mass Spectrum (ES+, m/z): 379 (M+H) + . 

Example 14 

2-f4-/g/^-butylphenvlV5-(4-methylaminophenyl)oxazole-4-carboxylic acid 



A solution of 1M potassium hydroxide in ethanol (280 jil, 0.28 mmol) was added to a 
suspension of ethyl 2-(4-rerf-butylphenyl)-5-(4-methylaminophenyl)oxazole-4-carboxylate, 
prepared as described in Example 13 above, in ethanol (2 ml). The reaction mixture was 
stirred for 6 hours at 60°C. At the end of this time, the reaction mixture was cooled to room 
temperature and the solvent was removed in vacuo. The resulting residue was diluted with 
water (10 ml). A IN hydrochloric acid solution (300 ^1) was added and the suspension 
extracted with ethyl acetate (2 x 20 ml). The combined organic layers were washed with 
brine and dried over magnesium sulfate. Removal of the solvent in vacuo yielded a yellow 




o 



WO 02/064558 



PCT/US02/04326 



72 



oil that was triturated with 1:1 hexanes:ether to afford the title compound as a yellow solid 
(33 mg, 39%). 

l H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCb) 5 ppm: 

8.22 (doublet, J = 9 Hz, 2H); 

7.92 (doublet, J = 9 Hz, 2H); 

7.52 (doublet, J - 9 Hz, 2H); 

6.66 (doublet, J = 9 Hz, 2H); 

2.92 (singlet, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.14 min. 

Mass Spectrum (ES+, m/z): 351 (M+H) + . 

Example 15 

Ethyl 2-(4-tey^-butvlphenyl)-5<4Klimemylaminophenyl)oxazole-4-carboxylate 



Formaldehyde (37% aqueous solution) (1 ml) was added to a suspension of ethyl 5- 
(4-aminophenyl)-2-(4-rer/-butylphenyl)oxazole-4-carboxylate (1 ramol, 0.36 g), prepared as 
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described in Example 9 above, and 10% palladium on activated carbon (0.1 mmol, 0.1 g) in 
95% ethanol (5 ml). The reaction vessel was fitted to a Parr apparatus and shaken at 379.2 
kPa (hydrogen atmosphere) for 4 days. The solvent was then removed in vacuo and the 
residue partitioned between chloroform (20 ml) and water (10 ml). The organic layer was 
washed with brine (10 ml), dried over sodium sulfate and the solvent removed. The resulting 
residue was subjected to flash chromatography (25% ethyl acetate/hexanes) providing 180 
mg (45 %) of the title compound as a yellow solid. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 8 ppm: 

8.03 (multiplet, 4H); 

7.52 (doublet, J = 9 Hz, 2H); 

6.75 (doublet, J = 9 Hz, 2H); 

4.45 (quartet, 4H); 

3.06 (singlet, 6H); 

1.43 (triplet, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.60 min. 

Mass Spectrum (ES+, m/z): 393 (M+H) + . 




WO 02/064558 



PCT/US02/04326 



74 



Example 16 

Ethyl 5-(4-dimethylaminopbeDvl)-2-pheDYloxazole-4-carboxvlate 



The title compound was prepared from ethyl 5-(4-aminophenyl)-2-phenyloxazole-4- 
carboxylate, prepared as described in Example 12 above, in a manner analogous to Example 
15 above. 



^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI3) 5 ppm: 

8.10 (multiplet, 2H); 

8.02 (doublet, J = 9 Hz, 2H); 

7.48 (multiplet, 3H); 

6.75 (doublet, J = 9 Hz, 2H); 

4.45 (quartet, 2H); 

3.05 (singlet, 6H); 

1.42 (triplet, 3H). 

HPLC: Retention time = 1.37 min. 
Mass Spectrum (ES+, m/z): 337 (M+H) + . 




0' 
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Example 17 



Ethyl 2^4-fe^butYlphenyl)-5^3^im^ 



The title compound was prepared from ethyl 5-(3-aminophenyl)-2-(4-tert- 
butylphenyl)-oxazole-4-carboxylate, prepared as described in Example 10 above, in a manner 
analogous to Example 15 above. 

'H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 ppm: 
8.04 (doublet, J = 9 Hz, 2H); 
7.52 (doublet, J = 9 Hz, 2H); 
7.48 (multiplet, 2H); 
7.36 (multiplet, 1H); 

6.85 (doublet of doublets, h = 9 Hz, J 2 - 2 Hz, 1H); 

4.45 (quartet, 2H); 

3.02 (singlet, 6H); 

1.43 (triplet, 3H); 

1.36 (singlet, 9H). 

HPLC: Retention time = 1.27 min. 
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Mass Spectrum (ES+, m/z): 393 (M+H) + . 

Example 18 

Ethyl 2-(biphenyl-2-yl)-5-(4-dimethylaminophenyl)oxazoIe"4-carboxvlate 




The title compound was prepared from ethyl 5^4-aminophenyl)-2-(biphenyl-2-yl)- 
oxazole-4-carboxylate, prepared as described in Example 1 1 above, in a manner analogous to 
Example 15 above. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI3) 8 ppm: 

7.74 (doublet of doublets, Ji = 9 Hz, J 2 = 2 Hz, 1H); 

7.65 (doublet, J = 9 Hz, 2H); 

7.52 (multiplet, 3H); 

7.25 (multiplet, 5H); 

7.23 (multiplet, 3H); 

6.63 (doublet, J = 9 Hz, 2H); 

4.25 (quartet, 2H); 

3.02 (singlet, 6H); 
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1.25 (triplet, 3H). 

HPLC: Retention time =1.38 min. 

Mass Spectrum (ES+, m/z): 413 (M+H) + . 

Example 19 

2-(4-fer^ButylphenvlV5-(4^imetfaylaminophenyl)oxazole^K:arboxylicacid 




An aqueous solution of 1M lithium hydroxide (350 was added to a solution of 
ethyl 2-(4-tert-butylphenyl>5-(4-dimeth^^ (0.35 mmol, 

137 mg), prepared as described in Example 15 above, in methanol (2 ml) and tetrahydrofuran 
(1 ml). The reaction mixture was then stirred for 8 hours during which time a precipitate 
formed. At the end of this time, 2M hydrochloric acid solution (1ml) was added and stirring 
continued until the precipitate became uniform. Filtration provided 95 mg (75%) of the title 
compound as a yellow solid. 

'H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 ppm: 
8.26 (doublet, J = 9Hz, 2H); 
7.95 (doublet, J = 9 Hz, 2H); 



WO 02/064558 



PCT7US02/04326 



78 



7.55 (doublet, J = 9 Hz, 2H); 

6.76 (doublet, J = 9 Hz, 2H); 

3.08 (singlet, 6H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.32 min. 

Mass Spectrum (ES+, m/z): 365 (M+H) + . 



2-f4-re^Butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4-carboxylic acid 



The title compound was prepared from ethyl 2-(4-terf-butylphenyl)-5-(3- 
dimethylamino-phenyl)oxazole4-carboxylate, prepared as described in Example 17, in a 
manner analogous to Example 14 above. 

'H-Nuclear Magnetic Resonance Spectrum (300 MHz, cfc-DMSO) 5 ppm: 
8.40 (multiplet, 2H); 
7.50 (multiplet, 2H); 
7.35 (multiplet, 3H); 



Example 20 




OH 
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6.82 (multiplet, 1H); 

3.00 (singlet, 6H); 

1.35 (singlet, 9H). 

HPLC: Retention time = 1.36 min. 

Mass Spectrum (ES+, m/z): 365 (M+H) + . 



2-(Biphenyl-2-yn-5-(4HimiemylamJnoplienyl)oxazole-4-carboxylicacid 



The title compound was prepared from ethyl 2-(biphenyl-2-yl)-5-(4-dimethylamino- 
phenyl)oxazole-4-carboxylate, prepared as described in Example 18 above, in a manner 
analogous to Example 14 above. 



'H-Nuclear Magnetic Resonance Spectrum (300 MHz, d 6 -DMSO) 8 ppm: 

7.80 (doublet of doublets, Ji = 9 Hz, h = 2 Hz, 1H); 

7.55 (multiplet, 1H); 

7.47 (multiplet, 2H); 

7.40 (doublet, J = 9 Hz, 2H); 



Example 21 
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7.26 (multiplet, 5H); 

6.66 (doublet, J = 9 Hz, 2H); 

2.93 (singlet, 6H). 

HPLC: Retention time — 1.11 min. 

Mass Spectrum (ES+, m/z): 385 (M+H) + . 



Example 22 

5^(4"DimetfaylaminophenylV2-phenvloxazole-4-carboxylic acid 



The title compound was prepared from ethyl 5-(4-aminophenyl)-2-phenyloxazole-4- 
carboxylate, prepared as described in Example 16 above, in a manner analogous to Example 
14 above. 



^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 ppm: 

8.30 (doublet of doublets, J x = 9 Hz, J 2 = 2 Hz, 2H); 

7.96 (doublet, J = 9 Hz, 2H); 

7.49 (multiplet, 3H); 

6.76 (doublet, J = 9Hz,2H); 

3.07 (singlet, 6H). 




o 
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HPLC: Retention time = 0.94 mm. 
Mass Spectrum (ES+, m/z): 309 (M+H) + . 

Example 23 
Ar-(thiazol-2-yl)-5-(4-acetylaminopbeny^ 



N-(thiazol-2-yl)-5-(4-aminophenyl)-2-(4-terr-butylphenyl)oxazole-4-carboxamide 
(0.25 mmol, 100 mg), prepared as described in Example 7 above, was dissolved in pyridine 
(1 ml). Acetyl chloride (0.27 mmol, 21 mg, 19 \xl) was added and the reaction mixture was 
stirred overnight at room temperature. At the end of this time, the solvent was removed in 
vacuo. Flash column chromatography (25% ethyl acetate/hexanes) provided 30 mg (27%) of 
the title compound as a tan solid. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 8 ppm: 
10.60 (singlet, 1H); 

8.29 (doublet of doublets, Ji - 8 Hz, J 2 = 2 Hz, 2H); 
8.06 (doublet, J = 8 Hz, 2H); 
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7.70 (doublet, J = 9 Hz, 2H); 
7.55 (multiplet, 3H); 
7.48 (singlet, 1H); 

7.04 (doublet of doublets, Ji = 4 Hz, J 2 = 1 Hz, 1H); 

2.22 (singlet, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.42 min. 

Mass Spectrum (ES+, m/z): 461 (M+H)\ 



Ethyl 5-(4-acetylaminophenYn-2-(4-fer/-butylphenvl)oxazole-4-carboxylate 

Pyridine (125 mmol, 10 ml) was added to a solution of ethyl 5-(4-aminophenyl)-2-(4- 
/e/?~butylphenyl)oxazole-4-carboxylate (24.2 mmol, 8.8 g), prepared as described in Example 
9 above, in dichloromethane (150 ml) and the reaction was cooled to 0°C. Acetyl chloride 
(48.4 mmol, 3.4 ml) was added dropwise to the cooled mixture and the reaction mixture was 
then stirred for 1 hour. At the end of this time, the reaction mixture was diluted with 



Example 24 
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dichloromethane (150 ml), washed with 2M hydrochloric acid solution (2 x 100 ml) and brine 
(100 ml), and then dried over sodium sulfate. Removal of the solvent in vacuo provided the 
title compound (8.8 g, 90 %) as a yellow solid. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCU) 5 ppm: 

8.10 (doublet, J = 9 Hz, 2H); 

8.05 (doublet, J = 9 Hz, 2H); 

7.67 (doublet, J = 9 Hz, 2H); 

7.55 (doublet, J = 9 Hz, 2H); 

4.45 (quartet, J = 9 Hz, 2H); 

2.20 (singlet, 3H); 

1.42 (triplet, J = 9 Hz, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time - 1.36 min. 

Mass Spectrum (ES+, m/z): 407 (M+H) + . 

Example 25 

5-(4-AcetylaminophenylV2"(4-te^bu1ylphenyl)oxa2X)le^-c>arboxvlicacid 




HO 
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10 % sodium hydroxide (75 ml) was added to a solution of ethyl 5-(4-acetylamino- 
phenyl>2-(4-/er/-butylphenyl)oxazole-4-carboxylate (21.8 mmol, 8.8 g), prepared as 
described in Example 24 above, in methanol (100 ml) and tetrahydrofuran (75 ml). The 
reaction mixture was then stirred for 4 hours upon which a yellow precipitate formed. Hie 
solvent was removed in vacuo and the crude residue partitioned between ethyl acetate (200 
ml) and 2M hydrochloric acid solution (200 ml). The organic layer was washed with brine 
(100 ml), dried over sodium sulfate and the solvent was then removed in vacuo providing the 
title compound (5.9g, 72 %) as a yellow solid. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 8 ppm: 

8.25 (doublet, J = 8.7 Hz, 2H); 

8.09 (doublet, J = 8.7 Hz, 2H); 

7.70 (doublet, J = 8.4 Hz, 2H); 

7.55 (doublet, J =8.7 Hz, 2H); 

2.25 (singlet, 3H); 

1.38 (singlet, 9H). 

HPLC: Retention time = 1.17 min. 

Mass Spectrum (ES+, m/z): 379 (M+H) + . 

Example 26 

iV^2-trifluoromethvlbenzvO^^ 

carboxamide 
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A solution of 5-(4-acetylammophenyl)-2-^ 
acid, prepared as described in Example 25 above, in a 4:1 by volume mixture of acetonitrile 
and pyridine (800 jd, 0.125M, 100 nmol) was added to a 2-dram reaction vial. A solution of 
2^Moro-l,3Klimethylimidazolinium chloride (DMC) in a 4:1 by volume mixture of 
acetonitrile and pyridine (800 |d, 0.25M, 200 \xmol) was added followed by the addition of a 
solution of 2-trifluoromethylbenzylamine in CH3CN (400 fjj, 0.25M, 100 |imol). The 
reaction was allowed to stand for 4 hours at room temperature. The solvent was removed in 
vacuo and the crude material submitted for HPLC purification. 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 8 ppm: 

8.25 (doublet, J - 8.4 Hz, 2H); 
8.03 (doublet, J - 8.7 Hz, 2H); 
7.78 (triplet, J = 6.6 Hz, 1H); 
7.65 (multiplet, 4H); 

7.52 (multiplet, 3H); 

7.37 (triplet, J = 7.5 Hz, 2H); 

7.26 (singlet, 1H); 

4.85 (doublet, J = 6.3 Hz, 2H); 
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2.20 (singlet, 3H); 

1.34 (singlet, 9H). 

HPLC: Retention time = 1 .68 min. 

Mass Spectrum (ES+, m/z): 536 (M+H) + . 

Example 27 

jy-r3-(morpholm-4-y^ 

carboxamide 



The title compound was prepared in analogous manner to Example 26, using 3- 
(morpholin-4-yl)propylamine instead of 2-trifluoromethylbenzylamine and 2-(4-terf-butyl- 
phenyl)-5-<4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5<4-acetylaminophenyl)-2-(4-ter/-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.10 min. 
Mass Spectrum (ES+, m/z): 491 (M+H) + . 
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Example 28 

2-{4-tert-butyIphe?iyI)-5-(4-dimethylaminopheriyl)^^ 
ylcarbonyDoxazole 




The title compound was prepared in analogous manner to Example 26, using 
thiazolidine instead of 2-trifluoromethylbenzylamine and 2-(4-terf-butylphenyl)«5-(4- 
dimethylaminophenyl)-oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyI)-2-(4-^^-butyIphenyl)oxazole-4-carboxyIic acid. 

HPLC: Retention time = 1.62 min. 
Mass Spectrum (ES+, m/z): 436 (M+H) + . 



Example 29 

2-(4-fer^Butylphenyiy5-(4-dimethylamfao^ 



carbonylloxazole 
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The title compound was prepared in analogous manner to Example 26, using ethyl 
piperidin-4-ylcarboxylate instead of 2-trifluoromethylbenzylamine and 2-(4-terf- 
bu1ylphenyl)-5-(4^imethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4»/ert-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time =1.61 min. 
Mass Spectrum (ES+, m/z): 504 (M+H) + . 

Example 30 
N-cyclohutvl-2-(4-ttrt-butvlphenyl)-5-(4^^ 
carboxamide 
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0 



K> 



The title compound was prepared in analogous manner to Example 26, using 
cyclobutylamine instead of 2«trifluoromethylbenzylamine and 2-(4-terf-butylphenyl)-5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-/crr-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1.76 min. 
Mass Spectrum (ES+, m/z): 418 (M+H) + . 

Example 31 
dimethylcnninopherivl)oxazole'4-carboxamide 




"A 
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The title compound was prepared in analogous manner to Example 26, using 
tetrahydrofuran-2-ylmethylamine instead of 2-trifluoromethylbenzylamine and 2-(4-/er/- 
butyl-phenyl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-rer/-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.68 min. 
Mass Spectrum (ES+, m/z): 448 (M+H) + . 

Example 32 

^-(2-methoxybenzyl)-2-(4A&rt-b^ 

carboxamide 



The title compound was prepared in analogous manner to Example 26, using 2- 
methoxybenzylamine instead of 2-trifluoromethylben2ylamine and 2-(4-ter/-butylphenyl)-5- 
(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-/er/-butylphenyl)oxa2ole-4-carboxylic acid. 




/ 
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HPLC: Retention time = 1.79 min. 
Mass Spectrum (ES+, m/z): 484 (M+H)\ 

Example 33 
N-Methyl^-yhenyL2-(4-\zrt-butylphem^ 

carboxamide 



The title compound was prepared in analogous manner to Example 26, using AT- 
methylphenylamine instead of 2-trifiuoromethylbenzylamine and 2-(4-te^butylphenyl)-5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-terr--butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1.65 min. 
Mass Spectrum (ES+, m/z): 454 (M+H) + . 
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Example 34 

^-(2-methoxyetbyl)-2-(4A&Ti-biitv 
carboxamide 




The title compound was prepared in analogous manner to Example 26, using 2- 
methoxyethylamine instead of 2-trifluoromethylbenzylamine and 2-(4-ferf-butylphenyl)-5-(4- 

dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-/er/-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time - 1 .62 min. 
Mass Spectrum (ES+, m/z): 422 (M+H) + . 
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Example 35 
ylcarbonypoxazole 




The title compound was prepared in analogous manner to Example 26, using 
pyrrolidine instead of 2-trifluoromethylbenzylamine and 2-(4-ter/-butylphenyl)-5-(4- 
dimethylamino-phenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4'-fert-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1.60 min. 
Mass Spectrum (ES+, m/z): 418 (M+H) + . 



Example 36 
iV-(l^thylpropyiy2-(4-fe^butylphenylV^ 
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The title compound was prepared in analogous manner to Example 26, using 1-ethyl- 
propylamine instead of 2-trifluoromethylbenzylamine and 2-(4-terf-butylphenyl>5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5^4-acetylaminophenyl)-2<4-fe^butylphenyl)oxazole-^arboxylic acid. 

HPLC: Retention time = 1.82 min. 
Mass Spectrum (ES+, m/z): 434 (M+H) + . 

Example 37 
N-(bemori31dioxol-5-ylmetM)-2-(44^ 
dimethvlamimvhenvl)oxazole'4-carboxamide 
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Hie title compound was prepared in analogous manner to Example 26, using 
benzo[l,3]dioxol-5-ylmethylamine instead of 2-trifluoromethylbenzylamine and 2-(4-ferr- 
butylphenyl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-/erf-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1 .74 min. 
Mass Spectrum (ES+, m/z): 498 (M+H) + . 

Example 38 
W-[3-(imidazolA-yl)yrovvll-2-(4A^ 
dimethvlaminophertyl)oxazole-4-carboxamicie 



The title compound was prepared in analogous manner to Example 26, using 3- 
(imidazol4-yl)propylamine instead of 2-trifluoromethylbenzylamine and 2-(4-/ert- 
butylphenyl)-5^4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 



/ 



N 
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Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-/er/-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time =1.11 min. 
Mass Spectrum (ES+, m/z): 472 (M+H) + . 



N~(2-methylcyclohexyl)-2-(4Asxt-butvlpheity^ 



The title compound was prepared in analogous maimer to Example 26, using 2- 
methyl-cyclohexylamine instead of 2-trifluoromethylbenzylamine and 2-(4-terf-butylphenyl)- 
5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl>2-(4-/err-butyIphenyl)oxazole^K»rboxylic acid. 

HPLC: Retention time = 1.88 min. 
Mass Spectrum (ES+, m/z): 460 (M+H) + . 



Example 39 



carboxamide 



\ 
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Example 40 

N-cyclopropylmethyl-N-prozn>l-2-f4-tert-butylphew 
dimethy!amimphenyI)oxazole-4-carboxamide 




The title compound was prepared in analogous manner to Example 26, using N- 
cyclopropyl-JV-propylamine instead of 2-trifluoromethylbenzylamine and 2-(4-/er/- 
butylphenyl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-ter/-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.76 min. 
Mass Spectrum (ES+, m/z): 460 (M+H) + . 

Example 41 
W'Phenyl-2-(4Azrt-butylphei^ 

carbonvlhvdrazide 
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The title compound was prepared in analogous manner to Example 26, iV-phenyl- 
hydrazine instead of 2-trifluoromethylbenzyIamine and 2-(4-terf-butylphenyl)-5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-rert-bu1ylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1 .69 min. 
Mass Spectrum (ES+, m/z): 455 (M+H) + . 

Example 42 

2-(4^g^Butylphenvn^r(2,5-dihYdropyrrol-l-vl)carbonvl1-5-(4- 
dimethylaminophenyDoxazole 
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The title compound was prepared in analogous manner to Example 26, using 2,5- 
dihydropyrrole instead of 2-trifluoromethylbenzylamine and 2-(4-/erf-butylphenyl)-5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-rer/-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time « 1.62 min. 
Mass Spectrum (ES+, m/z): 416 (M+H) + . 
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Example 43 
2-(4-teTt-BiOylpheml)-5-(4-dimetM 

yl)carbonylloxazole 




The title compound was prepared in analogous manner to Example 26, using 
thiomorpholine instead of 2-trifluoromethylbenzylamine and 2-(4-terf-butylphenyl)-5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-terf-butylpte acid. 

HPLC: Retention time = 1.62 min. 
Mass Spectrum (ES+, m/z): 450 (M+H) + . 
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Example 44 



2-(4A&x\rBu1ylvheTtyl)-5-(4-dimeM 



vDcarbonvlJoxazole 




o 



The title compound was prepared in analogous manner to Example 26, using 4- 
methylpiperidine instead of 2-trifluoromethylbenzylamine and 2-(4-ter/-butylphenyl)-5-(4- 
dimethylaminophenyl)oxazoIe-4-carboxyIic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-rerr-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1 .72 min. 
Mass Spectrum (ES+, m/z): 446 (M+H) + . 

Example 45 
4-f(4-BenzylvwerazinAM)carboriyll^^ 
dimethylaminophenyl)oxazole 
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The title compound was prepared in analogous manner to Example 26, using 4- 
benzylpiperazine instead of 2-trifluoromethylbenzylamine and 2-(4-ferf-butylphenyl)-5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5^4-acetylaminophenyl>2-(4-/er/-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1.14 min. 
Mass Spectrum (ES+, m/z): 523 (M+H) + . 

Example 46 
N-r2-(imrolidin-l-vl)eth)>n-2~f4'te^ 
dimethylcnninophenYl)oxazole-4-carboxamide 



WO 02/064558 



PCT/US02/04326 



103 




The title compound was prepared in analogous manner to Example 26, using 2- 
(pyrrolidin-l-yl)ethylamine instead of 2-trifluoromethylben2ylamine and 2-(4-ferr- 
butylphenyl)-5-(4-dimethylaminophenyl)oxazx)Ie-4~carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-/^-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time =1.11 min. 
Mass Spectrum (ES+, m/z): 461 (M+H) + . 

Example 47 

^-(thiovhen-2Mmethyl)-2-(4^ 
4-carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 
thiophen-2-ylmethylamine instead of 2-trifluoromethylbenzylamine and 2-(4-rer/- 
butylphenyl)-5-(4-dimethylaniinophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-/er/-butylphenyI)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.74 min. 
Mass Spectrum (ES+, m/2): 460 (M+H) + . 

Example 48 

2-(44&Tt-Butylphenyl)-5-(4-dimethwlamim^ 
yl)carboriyl]oxazole 



WO 02/064558 



PCT/US02/04326 



105 



/ 




The title compound was prepared in analogous manner to Example 26, using 4- 
phenylpiperazine instead of 2-trifluoromethylbenzylamine and 2-(4-terf-butylphenyl)-5-(4~ 
dimethylaminophenyI)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4>acetylaminophenyl)-2-(4-/err-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1.70 min. 
Mass Spectrum (ES+, m/z): 509 (M+H) + . 

Example 49 

N-allyl~2-(4AtTt-butylphenvl)-5-(4-dimetto 



X 
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The title compound was prepared in analogous manner to Example 26, using 
allylamine instead of 2-trifluoromethylbenzylamine and 2-(4-terf-butylphenyl)-5-(4- 
dimethylamino-phenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-te^buty^^ acid. 

HPLC: Retention time = 1 .69 min. 
Mass Spectrum (ES+, m/z): 404 (M+H) + . 

Example 50 
2-(4A&rt-Butylj)henyl)-5-(4-dimethyto 
yl)carbonylJoxazole 




The title compound was prepared in analogous manner to Example 26, using 
morpholine instead of 2-trifluoromethylbenzylamine and 2-(4-ter/-butylphenyl)-5-(4- 
dimethylamino-phenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl>-2-(4-fer/-butylphenyl)oxazole-4-carboxylic acid. 
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HPLC: Retention time = 1.50 min. 



Mass Spectrum (ES+, m/z): 434 (M+H) + . 



Example 51 



2-(4A&tt-Butylr>hertyl)-5-(4-dimet^ 
yl)carbonylhoxazole 



The title compound was prepared in analogous manner to Example 26, using 2,6- 
dimethylmorpholine instead of 2-trifluoromethylbenzylamine and 2-(4-terf-butylphenyl)-5- 
(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-/er/-butylphenyl)oxazole-4-^arboxylic acid, 

HPLC: Retention time = 1.58 min. 
Mass Spectrum (ES+, m/z): 462 (M+H)\ 



\ 
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Example 52 



j\l(4^Morophenyn-jV'-m^ 
carboxamide 



The title compound was prepared in analogous manner to Example 26, using N- 
methyl-4-chlorophenylamine instead of 2-trifluoromethylbenzylamine and 2-(4-/erN 
butylphenyl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-/er/-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.72 min. 

Mass Spectrum (ES+, m/z): 489, 491 (M+H) + . 

Example 53 

T$-(lJJJ-tetrahydronaphthalen-l-vI)-2-{4-t^ 
dimethylcmimvhenvl)--oxazole-4'Carboxainide 
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The title compound was prepared in analogous manner to Example 26, using 1,2,3,4- 
teti^ydronaphthalen-l-ylamine instead of 2-trifluoromethylbenzylamine and 2-(4-^rT- 
butylphenyl)-5-(4-dimetiiylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-/er/-butylphenyl)oxazole-4- 
carboxylic acid, 

HPLC: Retention time =1.91 min. 
Mass Spectrum (ES+, m/z): 494 (M+H) + . 



Example 54 
^-Q-ethyl-2YL-vwazol-lM)-2-(4Azrt^^ 



dimethvlcmiiwphenyl)oxazole-4-carboxamide 
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Hie title compound was prepared in analogous manner to Example 26, using (2-ethyi- 
2#-pyrazol-3-yl)amine instead of 2-trifluoromethylbenzylamine and 2-(4-/er/-butylphenyl>- 
5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-/er/-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1.69 min. 
Mass Spectrum (ES+, m/z): 458 (M+H) + . 

Example 55 

N~(4-methoxyphenyl)-N-methyl-2-(4AQrt-butylpheriyl)-5-(4- 
dimethylammophert¥l)oxazoIe-4-carboxamide 
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The title compound was prepared in analogous manner to Example 26, using N- 



methyl-4-methoxyphenylamine instead of 2-trifluoromethylben2ylamine and 2-(4-ter/- 
butylphenyl)-5-(4^imethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-rert-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.61 min. 
Mass Spectrum (ES+, m/z): 484 (M+H) + 

Example 56 
2-(4-tevt-Butylyhewl)-5-(4-dimetM 
trifluoromethylphenyl)pwerazin'l'yncarbonyl]oxazole 
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The title compound was prepared in analogous manner to Example 26, using 4-(3- 
trifluoromethylphenyl)piperazine instead of 2-trifluoromethylbenzylamine and 2-(4-^err- 
butylphenyl)-5^4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-terf-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.78 min. 
Mass Spectrum (ES+, m/z): 577 (M+H) + . 

Example 57 
W-(bemorL31dioxol-5-vl)-^-etM-2-(4A^^^ 
dimethylaminopheriyl)oxcBole-4~carboxamicie 
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The title compound was prepared in analogous manner to Example 26, using TV-ethyl- 
(benzo[l,3]dioxol-5-yI)amine instead of 2-trifluoromethylbenzylamine and 2-(4-terf- 
butylphenyl)-5"(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-ter/-butylphenyI)oxa2ole-4- 
carboxylic acid. 

HPLC: Retention time - 1.64 min. 
Mass Spectrum (ES+, m/z): 512 (M+H) + . 

Example 58 
2-{4-tZTt-Butylphenvl)-5-(4-dimethylaminopte 
methoxyphenyDpiperazin-l'VlJcarbonylJoxazole 



The title compound was prepared in analogous manner to Example 26, using 4-(2- 
methoxyphenyl)piperazine instead of 2-trifluoromethylbenzylamine and 2-(4-rerN 
butylphenyl)-5^4^imethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
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Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-re^-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.66 min. 
Mass Spectrum (ES+, m/z): 539 (M+H) + . 

Example 59 

^-(3-etho7Cwhenyl)-2-(4A&1t^ 

carboxamide 



The title compound was prepared in analogous manner to Example 26, using 3- 
ethoxyphenylamine instead of 2-trifluoromethylbenzylamine and 2-(4-te?"/~butylphenyl)-5-(4- 
dimethylaminophenyl)oxazoIe-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-/e^butylphenyl)oxazole-4^arboxylic acid. 

HPLC: Retention time = 1.89 min. 
Mass Spectrum (ES+, m/z): 484 (M+H) + . 
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Example 60 



\$-[2-(3-methoxyphenyl)ethyll-2-(4A^ 



dimethylamiriopheriyl)oxazole-4-carboxamide 




V — 



The title compound was prepared in analogous manner to Example 26, using 2~(3- 
methoxyphenyl)ethylamine instead of 2-trifluoromethylbenzylamine and 2-(4-terr- 
butylphenyl)-5-(4^imethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 



Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-rer^butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.77 min. 
Mass Spectrum (ES+, m/z): 498 (M+H) + . 

Example 61 

^-(3,5-bis-trifluoromethylben^^^ 
dimethYlaminophenvl)oxazole-4-carboxamide 
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"A 

The title compound was prepared in analogous manner to Example 26, using 3,5-bis- 
trifluoromethylbenzylamine instead of 2-trifluoromethylbenzylamine and 2-(4-ferf- 
butylphenyl)-5-(4-Kiimethylaminophen^ acid, prepared as described in 

Example 19 above, instead of 5-(4-acetyIaminophenyl)-2-(4-terr-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.88 min. 
Mass Spectrum (ES+, m/z): 590 (M+H) + . 

Example 62 
2-(4*srt-Bu1ylvheml)^-r(3A-dihv^ 
dimethylaminophenvD-oxazole 
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\ 




The title compound was prepared in analogous manner to Example 26, using 3,4- 
dihydro-2H-quinoline instead of 2-trifluoromethylben2ylamine and 2-(4-tert-butylphenyl)-5- 
(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-ace1ylaminophenyl>2-(4-/er/-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1.73 min. 
Mass Spectrum (ES+, m/z): 480 (M+H)\ 

Example 63 
N-(2-trifIuoromethylberizyl)-2-(4-tert-buty^ 
dimethylaminophenyl)oxcsole-4-carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 2-(4- 
te^butylphenyl)-5-(4Kiim^ acid, prepared as 

described in Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-ter/- 
butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1.87 min. 
Mass Spectrum (ES+, m/z): 522 (M+H) + . 

Example 64 
T$-(2 t 3-dihydrobemo[lAldioxin-6-vl)-2-(4Ae^ 
dimethylaminopher]vl)-oxazole~4-carboxamide 
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The title compound was prepared in analogous manner to Example 26, using (2,3- 
dihydrobenzo[l,4]dioxin-6-yl)amine instead of 2-Mfluoromethylbenzylamine and 2-(4-/er/- 
bu1ylphenyl)-5-(4-dimethylaminophenyl)oxazole--4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5<4-acetylaminophenyl)--2-(4-ter/-butylphenyl)oxazole-4-- 
carboxylic acid. 

HPLC: Retention time = 1.79 min. 
Mass Spectrum (ES+, m/z): 498 (M+H) + . 

Example 65 . 
N-(pyridin~4-ylmethvl)-2'(4-ten-butylphe^ 
carboxamide 
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The title compound was prepared in analogous manner to Example 26, using pyridin- 
4-ylmethylamine instead of 2-trifluoromethylbenzylamine and 2-(4-tert-butylphenyl)-5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5-(4-acetylaminophenyl)-2-(4-te/t-butylphenyl)oxazole-4-carboxylic acid. 



HPLC: Retention time = 1.23 min. 
Mass Spectrum (ES+, m/z): 455 (M+H) + . 
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Example 66 

N43-(4-methvhwerczin-l-vl)propvlh2-(^ 
dimethylcmtinopherjyJ)-oxazole-4'Carboxamide 

/ 




The title compound was prepared in analogous manner to Example 26, using 3-(4- 
methylpiperazin-l-yl)propylamine instead of 2-trifluoromethylbenzylamine and 2-(4-ter/- 
butylphenyl)-5^4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-/er^-butylplienyl)oxazole-4- 
carboxylic acid. 



HPLC: Retention time = 0.93 min. 
Mass Spectrum (ES+, m/z): 504 (M+H) + . 
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Example 67 
1$-(3-methvkulfanylphem>l)-2-{4-tert-butyfo^ 
dimethylaminop}ienvl)oxazole-4-carboxamide 

XV 

H S 
H 



The title compound was prepared in analogous manner to Example 26, using 3- 
methyl-sulfanylphenylamine instead of 2-trifluoromethylbenzylamine and 2-(4-/er/- 
butylphenyl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-/er/-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.87 min. 
Mass Spectrum (ES+, m/z): 486 (M+H) + . 

Example 68 
N-(4-piperidin-lMphen)>l)-2-(4Azft-butvW 
dimethylaminophenvl)oxazole-4-carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 4- 
(piperidin-l-yl)phenylamine instead of 2-trifluoromethylbenzylamine and 2-(4-/er/- 
butylphenyl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl)-2-(4-/^-butylphenyl)oxa2ole-4- 
carboxylic acid. 

HPLC: Retention time = 1.37 min. 
Mass Spectrum (ES+, m/z): 523 (M+H)\ 



Example 69 
^-(4-methoxwhenyl)-2-(44&Ti-butylvte 



carboxamide 
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\ 




/ 



The title compound was prepared in analogous manner to Example 26, using 4- 
methoxy-phenylamine instead of 2-trifluoromethylbenzylamine and 2-(4-terf-butylphenyl)-5- 
(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5^4-acetyIammophenyl>2^4-fe^buty^ acid. 

HPLC: Retention time = 1 .79 min. 
Mass Spectrum (ES+, m/z): 470 (M+H) + . 

Example 70 

N-propvl-2-(4-teit-butylvhenvl)-5-(4-dimethvl^ 
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The title compound was prepared in analogous manner to Example 26, using 
propylamine instead of 2-trifluoromethylbenzylamine and 2-(4-te7?-butylphenyl)-5-(4- 
dimethylamino-phenyl)oxazole-4-carboxylic acid, prepared as described in Example 19 
above, instead of 5^4-acetylaminophenyl)-2^4-/erf-butylphenyl)oxazole-4-carboxylic acid. 

HPLC: Retention time = 1.72 min. 
Mass Spectrum (ES+, m/z): 406 (M+H) + . 

Example 71 
N-f2-(2-methoxyphenvI)etMl-2-(4-tert-buty^ 
dimethvlamimphenvl)oxazole-4-ccn'boxamide 




r 



The title compound was prepared in analogous manner to Example 26, using 2-(2- 
methoxyphenyl)ethylamine instead of 2-trifluoromethylbenzylamine and 2-(4-/erN 
butylphenyl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 19 above, instead of 5-(4-acetylaminophenyl>2-(4-/er/-butylphenyl)oxazole-4- 
carboxylic acid. 

HPLC: Retention time = 1.81 min. 
Mass Spectrum (ES+, m/z): 498 (M+H) + , 
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Example 72 
N-(4-acetylphenyl)-5-{4-cvetylaminopheny^ 

carboxamide 



The title compound was prepared in analogous manner to Example 26, using 4- 
acetylphenylamine instead of 2~trifluoromethylbenzylamine. 

HPLC: Retention time = 1.57 min. 
Mass Spectrum (ES+, m/z): 496 (M+H) + . 

Example 73 

N-n-fmoTvholin-^yVpwpyll-S-tf-acetylaminopte 
butylphenvl)oxazole-4-carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 3 
(morpholin-4-yI)propylamine instead of 2-trifluoromethylbenzyIamine. 

HPLC: Retention time = 0.89 min. 
Mass Spectrum (ES+, m/z): 505 (M+H) + . 

Example 74 
5-(4-Acetylcminoj)heml)'2'(4A&^ 
vDcarbonylJoxazole 
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The title compound was prepared in analogous manner to Example 26, using 
thiazolidine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.36 min. 
Mass Spectrum (ES+, m/z): 450 (M+H) + . 

Example 75 
5-(4-Acetylamirwpheiwl)-2-(4A$Tt-butylyhe^ 
yljcarbonyljoxazole 




The title compound was prepared in analogous manner to Example 26, using 4- 
(ethoxycarbonyl)piperidine instead of 2-trifluoromethylbenzylamine. 



HPLC: Retention time = 1.37 min. 
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Mass Spectrum (ES+, m/z): 518 (M+H) + . 



Example 76 



N-cyclobutyl-5-(4-acetylcminopheiiyl)-2-(4^ 



The title compound was prepared in analogous manner to Example 26, using 
cyclobutylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.50 min. 
Mass Spectrum (ES+, m/z): 432 (M+H)\ 

Example 77 

\\-(tetrah»drofuran-2-ylmet}^ 
butylphenyl)oxazole-4-carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 
tetrahydrofuran-2-ylmethylamine. instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time =1.41 min. 
Mass Spectrum (ES+, m/z): 462 (M+H) + . 



Example 78 
^-(2-methoxvbemtf)-5-(4-acetylam™ 

carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 2- 
methoxybenzylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.58 min. 
Mass Spectrum (ES+, m/z): 498 (M+H)\ 

Example 79 

N-f(2-methoxycarboml)thiophen-3Ml-5-(4-Acetyl^ 
butylphenvl)oxazoIe-4-carboxamide 



The title compound was prepared in analogous manner to Example 26, using 2- 
(methoxycarbonyl)thiophen-3-ylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.71 min. 
Mass Spectrum (ES+, m/z): 5 1 8 (M+H) + . 




V 
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Example 80 

N-(biphenyl-2-yl)-5-(4-acetvIamimphenyl)-2^ 

carboxamide 




The title compound was prepared in analogous manner to Example 26, using 
biphenyl-2-ylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.82 min. 
Mass Spectrum (ES+, m/z): 530 (M+H)\ 



Example 81 

N-methyl-N-phewl-5-(4-acetylaminophenyl)-2^ 

carboxamide 
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The title compound was prepared in analogous manner to Example 26, using N- 
methyl phenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time - 1.41 min. 
Mass Spectrum (ES+, m/z): 468 (M+H) + . 

Example 82 
W-(2-metho7tyethyl)-5-(4-acetylamin^ 

carboxamide 




v 

The title compound was prepared in analogous manner to Example 26, using 2- 
methoxyethylamine instead of 2-trifluoromethylbenzylamine. 
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HPLC: Retention time = 1.35 min. 
Mass Spectrum (ES+, m/z): 436 (M+H) + . 

Example 83 
5-(4-Acetylaminovhenyl)-2-(44&^ 
vDcarbonvlJoxazole 



o 



Hie title compound was prepared in analogous manner to Example 26, using 
pyrrolidine instead of 2-trifluoromethyIbenzylamine. 

HPLC: Retention time =1.31 min. 
Mass Spectrum (ES+, m/z): 432 (M+H)\ 




Example 84 
W-(l^t}tylpropyl)-5-(4-acetvlcmnnophen\ft 
carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 
1-ethylpropylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time =1.61 min. 
Mass Spectrum (ES+, m/z): 447 (M+H) + . 

Example 85 

Yl-(bemorL31dioxol-5-ylmethvl)-5-(4-acetvlaminophe^ 
bntvlphenyl)oxazole-4-carboxamide 




The title compound was prepared in analogous manner to Example 26, using 
benzo[l,3]dioxol-5-ylmethy!amine instead of 2-trifluoromethylbenzylamine. 
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HPLC: Retention time =1.51 min. 
Mass Spectrum (ES+, m/z): 5 12 (M+H) + . 

Example 86 
^-[5-(\mi<kaolA-vl)vromll-5-(4-M^^ 
4-carboxamide 



The title compound was prepared in analogous manner to Example 26, using 3- 
(imidazol-l-yl)propylamine instead of 2-trifluoromethylbenzylamine. 



>-. 




HPLC: Retention time = 0.89 min. 
Mass Spectrum (ES+, m/z): 486 (M+H) + . 
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Example 87 

^A)emhvdr9l-5-(4-acetylaminovfa 
carboxamide 



The title compound was prepared in analogous manner to Example 26, 
benzhydrylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.72 min. 
Mass Spectrum (ES+, m/z): 544 (M+H) + . 

Example 88 

carbonylhvdrazide 
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The title compound was prepared in analogous manner to Example 26, using N- 
phenylhydrazine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1 .47 min. 
Mass Spectrum (ES+, m/z): 469 (M+H) + . 



Example 89 

5-(4-Acetylaminov}mml)-2-(4A$^ 
vDcarbonyll oxazole 
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HN' 



A. 




HQ 



The title compound was prepared in analogous manner to Example 26, using 2,5- 
dihydropyrrole instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.35 min. 
Mass Spectrum (ES+, m/z): 430 (M+H) + . 

Example 90 

5-(4-Acetylaminovhenvl)-2-(4-tex\rb 
yl)carbonylloxazole 
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The title compound was prepared in analogous manner to Example 26, using 
thiomorpholine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time =1.36 min. 
Mass Spectrum (ES+, m/z): 464 (M+H) + . 

Example 91 

S-tf-AcetylcmiriophenyO^-tf-ten-butylpheriyO^ 
vDcarbonylJoxazole 



The title compound was prepared in analogous manner to Example 26, 4- 
methylpiperidine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.45 min. 
Mass Spectrum (ES+, m/z): 460 (M+H) + . 
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Example 92 



5-(4-Acetylcmiinophenyl)^-l(4J)eYi^ 
butylphenvDoxazole 



The title compound was prepared in analogous manner to Example 26, 4-benzyl- 
piperazine instead of 2-trifluorometfaylbenzylamine. 
HPLC: Retention time = 0.94 min. 
Mass Spectrum (ES+, m/z): 537 (M+H) + . 

Example 93 
N-f2-foyrrolidin-I-yl)ethyl7-5-(4-acetylamim 
4-carboxamide 
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The title compound was prepared in analogous manner to Example 26, 2-(pyrrolidin- 
l-yl)ethylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 0.91 min. 
Mass Spectrum (ES+, m/z): 475 (M+H) + . 

Example 94 
^-(thiophen-2-ylmethyl)-5-(4-acetylamimvte 

carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 
thiophen-2-ylmethylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time - 1.51 min. 
Mass Spectrum (ES+, m/z): 474 (M+H) + . 

Example 95 
5-(4-Acetylamirwyhenvl)-2-(44&T\rbu^ 

yl)carbonyl loxazole 




The title compound was prepared in analogous manner to Example 26, using 4- 
phenylpiperazine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.46 min. 
Mass Spectrum (ES+, m/z): 523 (M+H) + . 
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Example 96 
\\-allyl-5-(4-acetvlaminovhenyl)-2-(4A^^^ 




The title compound was prepared in analogous manner to Example 26, using 
allylamine instead of 2-trifluoromethyIbenzylamine. 

HPLC: Retention time = 1.43 min. 
Mass Spectrum (ES+, m/z): 418 (M+H)\ 



Example 97 
5~(4-Acetylcmimvhewl)~2-(4-teTt-butvlvfa 



yl)carbonylloxazole 
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o 



V 



Hie title compound was prepared in analogous manner to Example 26, using 
morpholine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.21 min. 
Mass Spectrum (ES+, m/z): 448 (M+H) + . 

Example 98 

5-(4-AceMcmimphenyl)-2-(4-tert-butylpte (2, 6-dimethylmorpholin-4- 

yDcarbonvlhoxazole 
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The title compound was prepared in analogous manner to Example 26, using 2,6- 
dimethylmorpholine instead of 2-trifluoromethyIbenzylamine. 
HPLC: Retention time = 1.31 min. 
Mass Spectrum (ES+, m/z): 476 (M+H) + . 

Example 99 

N-(4-chloropheml)-N-metM-5-(4-acetylcm™ 
butvlvhenvl)oxazole-4-carboxamide 



The title compound was prepared in analogous manner to Example 26, using N- 
methyl-4-chlorophenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.49 min. ' 

Mass Spectrum (ES+, m/z): 503, 505 (M+H) + . 
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Example 100 



N-(7, 2, 3, 4-tetrahydroiwphthalen-l-vl)-S-(4-aceM 
butylphenyl)oxazole-4-carboxamide 



The title compound was prepared in analogous manner to Example 26, using (1,2,3,4- 
tetrahydronaphthalen-l-yl)amine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.71 min. 
Mass Spectrum (ES+, m/z): 508 (M+H) + . 

Example 101 

iV-Q-ethyl^ff-pyrazol 
carboxamide 
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The title compound was prepared in analogous manner to Example 26, using (2-ethyI- 
2//-pyrazoi-3-yl)amine instead of 2-trifluoromethy lbenzy lamine . 

HPLC: Retention time =1.41 min. 
Mass Spectrum (ES+, m/z): 472 (M+H) + . 

Example 102 

iV-(4-methoxyphenyl>iV-methyl-5-(^ 
4-carboxamide 




The title compound was prepared in analogous manner to Example 26, using N- 
methyl-4-methoxyphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.38 min. 
Mass Spectrum (ES+, m/z): 498 (M+H) + . 



WO 02/064558 PCT/US02/04326 



149 



Examyle 103 

5-(4-Aretylamfaophenyn-2-^ 
yllcarbonylloxazole 




The title compound was prepared in analogous manner to Example 26, using 4-(3- 
trifluoromethylphenyl)piperazine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time =1.58 min. 
Mass Spectrum (ES+, m/z): 591 (M+H) + . 



Example 104 

#-(T)enzori31dioxol-5-ylWV^efa^ 



carboxamide 



WO 02/064558 



PCT/US02/04326 



150 



Hie title compound was prepared in analogous manner to Example 26, using iV- 
methyl-AKbenzo[l,3]dioxol-5-yl)amine instead of 2-trifluoromethyIbenzylamine. 

HPLC: Retention time = 1.42 min. 
Mass Spectrum (ES+, m/z): 526 (M+H) + . 

Example 105 

5-(4-AcetylaminophenylV2-(4-fer/-b^^ 
yllcarbonylloxazole 



The title compound was prepared in analogous manner to Example 26, using 4-(2- 
methoxyphenyl)piperazine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.42 min. 
Mass Spectrum (ES+, m/z): 553 (M+H) + . 



Ai(3^thoxyphenyl)-5^4-acetylai^ 




Example 106 
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The title compound was prepared in analogous manner to Example 26, using 3- 
ethoxyphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.66 min. 
Mass Spectrum (ES+, m/z): 498 (M+H)\ 

Example 107 * 

iV-(3,5-bis4rifluoromethylphenyl)^^ 
carboxamide 



Hie title compound was prepared in analogous manner to Example 26, using 3,5-bis- 
trifluoromethylphenylamine instead of 2-trifluoromethyIbenzyIamine. 
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HPLC: Retention time = 1.84 min. 



Mass Spectrum (ES+, m/z): 590 (M+H) + . 



Example 108 



iy42-(3-methoxyphenynethyl1-5^^^ 
carboxamide 



The title compound was prepared in analogous manner to Example 26,. using 2-(3- 
methoxyphenyl)ethylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.56 min. 
Mass Spectrum (ES+, m/z): 512 (M+H) + . 

Example 109 

iV^S-bis-trifluoromethylben^ 
carboxamide 




o — 
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/ — 0 



The title compound was prepared in analogous manner to Example 26, using 3,5-bis- 
trifluoromethylbenzylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.71 min. 
Mass Spectrum (ES+, m/z): 604 (M+H) + . 

Example 110 

iy-(benzothiazol-2-yl)-544-a^ 



The title compound was prepared in analogous manner to Example 26, using 
benzothiazol-2-ylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1 .67 min. 
Mass Spectrum (ES+, m/z): 511 (M+H)*. 




WO 02/064558 



PCT/US02/04326 



154 



Example 111 

A^l-ethoxycarbonylpipCT 
4-carboxamidc 



The title compound was prepared in analogous manner to Example 26, using (1- 
ethoxycarbonylpiperidin-4-yl)amine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.45 min. 
Mass Spectrum (ES+, m/z): 533 (M+H) + . 

Example 112 

5-(4-AcetYlaminophenylV2-(4-ter^ 
oxazole 



The title compound was prepared in analogous manner to Example 26, using 3,4- 
dihydro-lfiT-quinoline instead of 2-trifluoromethylbenzylamine. 




0 
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HPLC: Retention time = 1.50 min. 
Mass Spectrum (ES+, m/z): 494 (M+H) + . 

Example 113 

jy-Q-methoxy-S-methylphenylVS^^^ 
carboxamide 



The title compound was prepared in analogous manner to Example 26, using 2- 
methoxy-5-methylphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1 .74 min. 
Mass Spectrum (ES+, m/z): 498 (M+H) + . 

Example 114 

jV^S-dmethoxyphenylVS^-aceM 

carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 2,5- 
dimethoxyphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1 .66 min. 
Mass Spectrum (ES+, m/z): 514 (M+H) + . 

Example 115 

i^(biphenyl-4-yl)-5-(4-a^ 




The title compound was prepared in analogous manner to Example 26, using 
biphenyl-4-ylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.76 min. 
Mass Spectrum (ES+, m/z): 530 (M+H) + . 



Example 116 

AK2-acelylphenyl)-5-(4-acetyla^ 



WO 02/064558 



PCT/US02/04326 



157 




The title compound was prepared in analogous manner to Example 26, using 2- 
acetylphenylamine instead of 2-trifluoromethylbenzyIamine. 

HPLC: Retention time = 1.66 min. 
Mass Spectrum (ES+, m/z): 496 (M+H) + . 

Example 117 
JV^(2,6-dimethoxybenzy])-5-(4-acetylamino 
carboxamide 




The title compound was prepared in analogous manner to Example 26, using 2,6- 
dimethoxybenzylamine instead of 2-trifluoromethylben2ylamine. 



HPLC: Retention time = 1.59 min. 
Mass Spectrum (ES+, m/z): 528 (M+H) + . 
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Example 118 

jy-(2-methoxycarbonyM-me 
butylphenylVoxazole-4-carboxamide 



The title compound was prepared in analogous manner to Example 26, using (2- 
methoxycarbonyl-4-methylthiophene-3-yl)amine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.65 min. 
Mass Spectrum (ES+, m/z): 532 (M+H) + . 

Example 119 

N-[3-(pyrrottdin-l-yl)propyl]-5-(4-a^ 
carboxamide 




V 
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The title compound was prepared in analogous manner to Example 26, using 3- 
(pyrrolidin-l-yl)propylamine instead of 2-trifluoromethylbenzyIamine. 

HPLC: Retention time = 0.92 min. 
Mass Spectrum (ES+, m/z): 489 (M+H)\ 

Example 120 

JV^3-methoxy-5-rtfluoromethylphen^ 
butylphenyl)oxazole-4"Carboxamide 



The title compound was prepared in analogous manner to Example 26, using 3- 
methoxy-5-trifluoromethylphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.75 min. 
Mass Spectrum (ES+, m/z): 552 (M+H) + . 

Example 121 

iV"-(3-benzyloxyphenyl>5-(4-acetW 

carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 3- 
benzyloxyphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.76 min. 
Mass Spectrum (ES+, m/z): 560 (M+H)\ 

Example 122 

#-(naphthalen-l-yl>5-(4-acety^ 




The title compound was prepared in analogous manner to Example 26, using 
naphthalen-l-ylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.71 min. 
Mass Spectrum (ES+, m/z): 504 (M+H)\ 
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Example 123 

iV^(2-methoxyphenyl)-5-^ 



The title compound was prepared in analogous manner to Example 26, using 2- 
methoxyphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time - 1.68 min. 
Mass Spectrum (ES+, m/z): 484 (M+H) + . 

Example 124 

iV-(3,3-diphenYlpropviy5-(4^^ 

carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 3,3- 
diphenylpropylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.72 min. 
Mass Spectrum (ES+, m/z): 572 (M+H) + . 

Example 125 

i\r-(23-dihydrobenzon,41dioxin^ 
butylphenyl)oxazole-4-carboxamide 



The title compound was prepared in analogous manner to Example 26, using 2,3- 
dihydrobenzo[l,4]dioxin-6-ylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.56 min. 
Mass Spectrum (ES+, m/z): 512 (M+H) + . 

Example 126 

#-(pyridin-4-vlmethYiy5-(4-aceM 
carboxamide 
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The title compound was prepared in analogous manner to Example 26, using pyridin- 
4-ylmethylamine instead of 2-trifluoromethylbenzylamine. 



HPLC: Retention time = 0.96 min. 
Mass Spectrum (ES+, m/z): 469 (M4-H) + . 

Example 127 

iV-r3-(4-methylpiperazm-l-y^ 
butylphenyQoxazole-4-carboxamide 




Hie title compound was prepared in analogous manner to Example 26, using 3-(4- 
methylpiperazin-l-yl)propylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 0.76 min. 
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Mass Spectrum (ES+, m/z): 518 (M+H) + . 

Example 128 

5-(4-AcetylammophenylV2-(4-fe^ 
yncarbonynoxazole 



The title compound was prepared in analogous manner to Example 26, using 4-(2- 
dimethylaminoethyl)piperazine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 0.80 min. 
Mass Spectrum (BS+, m/z): 518 (M+H)\ 

Example 129 

iy-re-methYlsulfanylphenylV^^ 
carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 3- 
methyl-sulfanylphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.68 min. 
Mass Spectrum (ES+, m/z): 500 (M+H) + . 

Example 130 
N-(2-benzylphenyl)-5-(4-acetylaminopheny^ 



The title compound was prepared in analogous manner to Example 26, using 2- 
benzylphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.78 min. 
Mass Spectrum (ES+, m/z): 544 (M+H) + . 




• 
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Example 131 

iV-r4-(piperidm-l-yl)phe^^ 
carboxamide 



The title compound was prepared in analogous manner to Example 26, using 4- 
(piperidin-l-yl)phenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time =1.12 min. 
Mass Spectrum (ES+, m/z): 537 (M+H) + . 

Example 132 

Ar-(4-methoxyphenYl)-5-(4-acetylamm^ 



The title compound was prepared in analogous manner to Example 26, using 4- 
methoxyphenylamine instead of 2-trifluoromethylbenzylamine. 
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HPLC: Retention time = 1 .58 min. 
Mass Spectrum (ES+, m/z): 484 (M+H) + . 

Example 133 
AT-propyl-5-(4-aceMamfaophenyQ^^^ 



The title compound was prepared in analogous manner to Example 26, using n- 
propylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.47 min. 
Mass Spectrum (ES+, m/z): 420 (M+H) + . 

Example 134 

N42^2-methoxyphenyl)ethyl^ 
carboxamide 





K 
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The title compound was prepared in analogous manner to Example 26, using 2-(2- 



HPLC: Retention time = 1 .60 min. 
Mass Spectrum (ES+, m/z): 512 (M+H) + . 

Example 135 

iV-(4-methoxybiphenyl-3-yl>5^ 
carboxamide 



The title compound was prepared in analogous manner to Example 26, using 4- 
methoxybiphenyl-3-yIamine instead of 2-trifluoromethylbenzylamine. 



methoxyphenyl)ethylamine instead of 2-trifluoromethylbenzylamine. 




HPLC: Retention time = 1.84 min. 
Mass Spectrum (ES+, m/z): 560 (M+H) + . 
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Example 136 

5<4-Aretylammophenyl^ 
yllcarbonvnoxazole 




o 

The title compound was prepared in analogous manner to Example 26, using 4-(2- 
morpholin-4-ylethyl)piperazine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 0.80 min. 
Mass Spectrum (ES+, m/z): 560 (M+H) + . 

Example 137 
A^-methylisoxazolO-yD-S-^acetylaminopte 
carboxamide 




H — 0 



The title compound was prepared in analogous manner to Example 26, using 5- 
methyl-isoxazol-3-ylamine instead of 2-trifluoromethylben2ylamine. 
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HPLC: Retention time = 1.50 min. 
Mass Spectrum (ES+, m/z): 459 (M+H) + . 

Example 138 

JV-(3^thoxycarbonyM-methylthiophene-2-yl)-5-f4-acetylamino 
butylphenvD-oxazole-4-carboxamide 



The title compound was prepared in analogous manner to Example 26, using 3- 
ethoxycarbonyl-4-methylthiophene-2-ylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.83 min. 
Mass Spectrum (ES+, m/z): 546 (M+H) + . 

Example 139 

AT-(2-methvlsutfanYlphenylV5-(4-a^ 
carboxamide 
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The title compound was prepared in analogous manner to Example 26, using 2- 
methylsulfanylphenylamine instead of 2-trifluoromethylbenzylamine. 

HPLC: Retention time = 1.75 min. 
Mass Spectnim (ES+, m/z): 500 (M+H) + . 



Example 140 

5-(4-Dimethylaminophenyl)-2^4-trifluoro acid 




The title compound was prepared from ethyl 5-(4-dimethylaminophenyl)-2-(4- 
trifluoromethylphenyl)oxazole-4-carboxylate in analogous manner to that described in 
Example 5 above in 82 % yield. 

*H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDCU) 8 (ppm): 
8.26 (doublet, J = 7.8 Hz, 2H); 
8.09 (doublet, J = 7.5 Hz, 2H); 
7.82 (doublet, J = 6.9 Hz, 2H); 
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6.82 (doublet, J = 72 Hz, 2H); 

3.02 (singlet, 6H). 

HPLC:Rt= 1.16 min. 

Mass Spectrum (ES+, m/z): 377.09 (M+H) + . 

Example 141 

Ethyl S-f^acetylaminophenvl^^trifluoromemylphenvnoxazole^-carboxylate 



The title compound was prepared from ethyl 5-(4-aminophenyl)-2-(4-trifluoromethyl- 
phenyl)oxazole-4-carboxylate in analogous manner to that described in Example 23 above in 
37% yield. 

! H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI3) 5 (ppm): 

8.26 (doublet, J = 7.8 Hz, 2H); 

8.13 (doublet, J = 8.7 Hz, 2H); C 

7.75 (doublet, J = 8.7 Hz, 2H); 

7.67 (doublet, J - 9 Hz, 2H); 

4.45 (quartet, J = 9 Hz, 2H); 

2.20 (singlet, 3H); 

1.42 (triplet, J = 9 Hz, 3H); 
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1.38 (singlet, 9H). 

HPLC:Rt=1.22 min. 

Mass Spectrum (ES+, m/z): 419.16 (M+H) + . 

Example 142 

5-(4-Acetylaminophenyiy2-(4-tri^ acid 



A 10% aqueous sodium hydroxide solution (2 ml) was added to ethyl 5-(4- 
acetylaminophenyl)-2-(4-Mfluoramethylphenyl)oxazole-4-carboxylate (0.19 mmol, 80 mg), 
prepared as described in Example 141 above, in methanol (3 ml) and tetrahydrofuran (2 ml) 
and stirred for 4 hours at room temperature. At the end of this time, the solvent was removed 
in vacuo, 2M hydrochloric acid (3 ml) was added. The resulting precipitate was filtered, 
washed with diethyl ether and dried providing the title compound (54 mg, 73%) as an off 
white solid. 

l H -Nuclear Magnetic Resonance Spectrum (300 MHz, DMSO-d 6 ) 5 (ppm): 

10.23 (singlet, 1H); 

8.30 (doublet, J = 7.2 Hz, 2H); 

8.15 (doublet, J = 7.2 Hz, 2H); 

7.95 (doublet, J = 7.2 Hz, 2H); 




H0 
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7.75 (doublet, J = 7.2 Hz, 2H); 

2.02 (singlet, 3H). 

HPLC:Rt=1.03 min. 

Mass Spectrum (ES+, m/z): 391.13 (M+H) + . 

Example 143 

A^2-trifluoromethylben^ 
carboxamide 



2-Chloro-l,3KlimethyI-2-imidazolinium chloride (DMC) (0.16 mmol, 27 mg) was 
added to a solution of 5-(4-acetylaminophenyl)-2-(4-lxifluoromethylphenyl)oxazole-4- 
carboxylic acid (0.08 mmol, 31.6 mg), prepared as described in Example 142 above, in 
acetonitrile (0.8 ml) and pyridine (0.2 ml). 2-Trifluoromethylbenzylamine (0.08 mmol, 1 1.3 
Hi) was then added and the resulting reaction mixture was stirred for 2 hours at room 
temperature. At the end of this time, the solvent was removed in vacuo and the crude residue 
partitioned between chloroform (50 ml) and 2M hydrochloric acid (20 ml). The organic layer 
was washed with brine (20 ml), dried over sodium sulfate and the solvent was then removed 
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m vacuo. Flash chromatography (20 % ethyl acetate/hexanes) was performed on the resulting 
residue to give the title compound (25 mg, 57 %) as a yellow solid. 

! H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 (ppm): 

8.38 (doublet, J = 7.8 Hz, 2H); 

8.18 (doublet, J = 8.7 Hz, 2H); 

7.30-7.80 (multiplet, 8H); 

7.40 (triplet, J = 7.2 Hz, 1H); 

4.85 (doublet, J = 6.9 Hz, 2H); 

2.23 (singlet, 3H). 

HPLC:Rt=1.53 min. 

Mass Spectrum (ES+, m/z): 548.01 (M+H) + . 

Example 144 

Ethyl 5-(4-acetvlaminophenyl)-2-phenyloxazole-4-carboxvlate 



H 




The title compound was prepared from ethyl 5-{4-ammophenyl)-2-phenyloxazole-4- 
carboxylate, prepared as described in Example 12 above, in a manner analogous to that 
described in Example 24 above, in 97% yield. 
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*H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 8 (ppm): 

8.10 (multiplet, 4H); 

7.68 (doublet, J = 8Hz, 2H); 

7.50 (multiplet, 3H); 

4.45 (quartet, J - 9Hz, 2H); 

2.21 (singlet, 3H); 

1.42 (triplet, J = 9 Hz, 3H). 

HPLC:Rt=1.09 min. 

Mass Spectrum (ES+, m/z): 351 (M+H) + . 



Example 145 

5-(4-Acetvtaminophenyl)-2-phenvloxazole-4-carboxylic acid 




Ethyl 5-(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylate (2.57 g, 7.34 mmol), 
prepared as described in Example 144 above, was suspended in ethanol (25 ml). A solution 
of IN potassium hydroxide in ethanol.was then added (9 ml, 9 mmol) and the resulting 
reaction mixture was heated for 1 hour at reflux. At the end of this time, the reaction mixture 
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was cooled to 0°C. A solution of 0.1N hydrochloric acid was then added (150 ml) and the 
resulting precipitate was recovered via filtration to give the title compound (2.15 g, 91% 
yield). 

*H -Nuclear Magnetic Resonance Spectrum (300 MHz, DMSO-d 6 ) 5 (ppm): 

10.35 (singlet, 1H); 

8.12 (doublet, J = 6Hz, 2H); 

8.04 (doublet, J = 6Hz, 2H); 

7.80 (doublet, J = 6Hz, 2H); 

7.52 (multiplet, 3H); 

2.10 (singlet, 3H). 

HPLC:Rt = 0.83min. 

Mass Spectrum (ES+, m/z): 323 (M+H) + . 



Example 146 



Ethyl 2-(4-ter/-butylphenyn-5-(2-nitrophenvl)oxazole-4-carboxvlate 
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The title compound was prepared in 75 % yield in an analogous manner to that 
described in Example 1 above, using 2-nitrobenzoyl chloride instead of 4-nitrobenzoyl 
chloride. 

*H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 (ppm): 

8.12 (doublet, J - 8.6 Hz, 2H); 

7.97 (doublet, J - 8.6 Hz, 2H); 

7.91 (multiplet, 2H); 

7.69 (multiplet, 2H); 

7.51 (doublet, J = 8.6 Hz, 2H); 

4.46 (quartet, J = 7.1 Hz, 2H); 

1.43 (triplet, J= 7.1 Hz, 3H); 

1.35 (singlet, 9H). 

HPLC:Rt= 1.52 min. 

Mass Spectrum (ES+, m/z): 395.17 (M+H) + . 

Example 147 

Ethyl 5-(2-aminophenylV2-(4-ter/--butylphenynoxazole-4-carboxylate 
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The title compound was prepared in 80% yield from ethyl 2-(4-terr-butylphenyl)-5-(2- 
nitrophenyl)oxazole-4-carboxylate, prepared as described in Example 146 above, in 
analogous manner to that described in Example 9 above. 

'H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 8 (ppm): 

8.04 (doublet, J = 8.6 Hz, 2H); 

7.90 (doublet, J = 9.4 Hz, 2H); 

7.51 (doublet, J = 10.7 Hz, 2H); 

7.23 (doublet, J = 8.5 Hz, 2H); 

6.76 (multiples 2H); 

5.98 (multiplet, 2H); 

4.42 (quartet, J = 7.1 Hz, 2H); 

1.41 (triplet, J = 7.1 Hz, 3H); 

1.37 (singlet, 9H). 

HPLC:Rt=1.57min. 

Mass Spectrum (ES+, m/z): 365.59 (M+H) + . 



Example 148 

Ethyl 5-(2-acetvlaminophenyl)»2-(4-terf-butylphenvl')oxazole-4-carboxvlate 
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Hie title compound was prepared in 96 % yield from ethyl 5-(2-aminophenyl)-2-(4- 
rert-butylphenyl)oxazole-4-carboxylate, prepared as described in Example 147 above, in 
analogous manner to that described in Example 24 above. 

! H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDCb) 5 (ppm): 

8.77 (doublet, J = 8.4 Hz, 1H); 

8.10 (doublet, J = 8.6 Hz, 2H); 

8.05 (doublet, J = 9.4 Hz, 2H); 

7.53 (doublet, J = 1 1 .0 Hz, 2H); 

7.48 (doublet, J - 8.6 Hz, 2H); 

7.18 (triplet, J= 8 Hz, 1H); 

4.42 (quartet, J = 7. 1 Hz, 2H); 
2.34 (singlet, 3H); 

1.43 (triplet, J = 7.1 Hz, 3H); 
1.37 (singlet, 9H). 
HPLC:Rt=1.68min. 

Mass Spectrum (ES+, m/z): 407.25 (M+H) + . 



Example 149 

5-(2-Acetylaminophenvl)-2-(4-rerr-butylphenvl)oxazole-4-carboxvlicacid 
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Hie title compound was prepared in 98 % yield from ethyl 5-(2-acetylaminophenyI)- 
2-(4-rer/-butylphenyI)oxazole-4-carboxylate, prepared as described in Example 148 above, in 
a manner analogous to that described in Example 25 above. 

! H -Nuclear Magnetic Resonance Spectrum (300 MHz, DMSO-d*) 8 (ppm): 

8.50 (doublet, J = 8.6 Hz, 1H); 

8.12 (multiples 3H); 

7.54 (multiples 3H); 

7.26 (triplet, J = 8 Hz, 1H); 

2.20 (singlet, 3H); 

1.33 (singlet, 9H). 

HPLC:Rt=1.33 min. 

Mass Spectrum (ES+, m/z): 379.14 (M+H) + . 

Example 150 

JV-te-trifluoromethylbenz^^ 
carboxamide 
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The title compound was prepared in 56 % yield from 5-(2-acerylaminophenyl)-2-(4- 
tert-butylphenyl)oxazole-4-carboxylic acid, prepared as described in Example 149 above, in a 
manner analogous to that described in Example 26 above. 

'H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 (ppm): 

8.71 (doublet, J = 8.6 Hz, 1H); 

8.24 (doublet, J = 8.5 Hz, 2H); 

8.06 (doublet, J = 8.0 Hz, 1H); 

7.71 (triplet, J = 8.1 Hz, 2H); 

7.54 (doublet, J = 8.5 Hz, 2H); 

7.54 (multiplet, 2H); 

7.19 (multiplet, 2H); 

4.86 (doublet, J = 6.5 Hz, 2H); 

2.12 (singlet, 3H); 

1.37 (singlet, 9H). 

HPLC:Rt=1.70min. 

Mass Spectrum (ES+, m/z): 536.10 (M+H) + . 

Example 151 

Ethyl 5-(3-acetvlammophenylV2-(4-terr-butvlphenyl)oxazole-4-carboxvlate 
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The title compound was prepared in 76 % yield from ethyl 5-(3-aminophenyl)-2-(4- 
terf-butylphenyl)oxazole-4-carboxylate, prepared as described in Example 10 above, in a 
manner analogous to that described in Example 24 above. 

l H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 (ppm): 

8.10 (singlet, 1H); 

8.05 (doublet, J = 7.8 Hz, 2H); 

7.85 (triplet, J = 7.2 Hz, 2H); 

7.50 (doublet, J = 7.8 Hz, 2H); 

7.43 (triplet, J = 7.2 Hz, 1H); 

7.39 (singlet, 1H); 

4.42 (quartet, J = 6.9 Hz, 2H); 
2.20 (singlet, 3H); 

1.40 (triplet, J = 6.9 Hz, 3H); 
1.37 (singlet, 9H). 
HPLC:Rt=1.49 min. 

Mass Spectrum (ES+, m/z): 407.16 (M+H) + . 



Example 152 



5-f3-Acetylaminophenyl)-2-(4-fer/-butvlphenvnoxazole-4-carboxylic acid 
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The title compound was prepared in 82 % yield from ethyl 5-(3-acetylaminophenyl> 
2-(4-/er/-butylphenyl)oxazole-4-carboxylate, prepared as described in Example 151 above, in 
a manner analogous to that described in Example 25 above. 

*H -Nuclear Magnetic Resonance Spectrum (300 MHz, DMSO-de) 8 (ppm): 

10.23 (singlet, 1H); 

8.40 (singlet, J = 7.2 Hz, 1H); 

8.00 (doublet, J = 7.2 Hz, 2H); 

7.75 (multiplet, 2H); 

7.58 (doublet, J = 7.2 Hz, 2H); 

7.48 (triplet, J = 6.9 Hz, 1H); 

2.09 (singlet, 3H); 

1.35 (singlet, 9H). 

HPLC:Rt=1.17min. 

Mass Spectrum (ES+, m/z): 379.13 (M+H) + . 



Example 153 

#-(2-trifIuoromethylbenzy^ 
carboxamide 
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The title compound was prepared in 45 % yield from 5-(3-acetylaminophenyl)-2-(4- 
te/t-butylphenyl)oxazole-4-carboxylic acid, prepared as described in Example 152 above, in a 
manner analogous to that described in Example 26 above. 

. 'H -Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 8 (ppm): 
8.26 (doublet, J = 7.8 Hz, 2H); 
8.17 (2,1H); 
7.79 (multiplet, 1H); 
7.68 (multiplet, 4H); 
7.30-7.50 (multiplet, J = 8.5 Hz, 6H); 
4.84 (doublet, J = 6.5 Hz, 2H); 
220 (singlet, 3H); 
1.37 (singlet, 9H). 
HPLC:Rt= 1.64 min. 
Mass Spectrum (ES+, m/z): 536.07 (M+H) + . 

Example 154 

jy-r2-(4-methoxyphenyl)ethy^ 
carboxamide 
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A solution of 2^4-te^butylphenyl)-5-(3Kiimethylam^ 
acid, prepared as described in Example 20 above, in a 4:1 by volume mixture of acetonitrile 
and pyridine (800 jil, 0.125M, 100 nmol) was added to a 2-dram reaction vial. A solution of 
2-chloro-l,3Kiimethylimidazolinium chloride (DMC) in a 4:1 by volume mixture of 
acetonitrile and pyridine (800 fd, 0.25M, 200 ymol) was then added followed by the addition 
of a solution of 2-(4-methoxyphenyl)ethylamine in acetonitrile (400 jxl, 0.25M, 100 jimol). 
The reaction mixture was then allowed to stand for 4 hours at room temperature. At the end 
of this time, the solvent was removed in vacuo and the resulting crude material submitted for 
HPLC purification. 

HPLC:Rt=1.78 min. 

Mass Spectrum (ES+, m/z): 498.06 (M+H) + . 

Example 155 

iV-(4-acetylphenyl)-2-(4-te^buty 

carboxamide 
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0 



The title compound was prepared in analogous manner to Example 154, using 4- 
acetyl-phenylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.85min. 

Mass Spectrum (ES+, m/z): 482.08 (M+H) + . 

Example 156 

iV^r2-(3-methoxyphenYl)ethyfl 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-(3-methoxyphenyl)ethylamine instead of 2-(4- 
methoxyphenyl)ethylamine. 




HPLC:Rt=L82 min. 



WO 02/064558 



PCT/US02/04326 



188 

Mass Spectrum (ES+, m/z): 498.09 (M+H) + . 

Example 157 

iV-(3-morpholm^-ylpro^ 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-morpholin-4-ylpropylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt-1.06 min. 

Mass Spectrum (ES+, m/z): 491.17 (M+H) + . 

Example 158 ' 
2-(4-fer^utylphenyl)-5-(3^imethylaminopte 



The title compound was prepared in analogous manner to that described in Example 
154 above, using thiazolidine instead of 2-(4-methoxyphenyl)ethylamine. 





/ 



• 
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HPLC:Rt=1.65 min. 

Mass Spectrum (ES+, m/z): 436.05 (M+H) + . 

Example 159 

2^4-ferfrButylphenyl)-5-(3-dm^ 
carbonvllokazole 



Hie title compound was prepared in analogous manner to that described in Example 
154 above, using 4-(2-ethoxycarbonyl)piperidine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt= 1.62 min. 

Mass Spectrum (ES+, m/z): 504.22 (M+H) + 

Example 160 

Ar-cyclobutvl-2-(4-fe^butylphenyl^ 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using cyclobutylamine instead of 2^4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.77min. 

Mass Spectrum (ES+, m/z): 418.11 (M+H) + 

Example 161 

iV-fteti^ydroftiran-2-y^ 
carboxamide 




The title compound was prepared in analogous manner to that described in Example 
1 54 above, using tetrahydrofuran-2-ylmethylamine instead of 2-(4- 
methoxyphenyl)ethylamine. 

HPLC:Rt= 1.67 min. 

Mass Spectrum (ES+, m/z): 448.10 (M+H) + 
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Example 162 

JV-(2-me1hoxybenzvl>2^ 

carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methoxybenzylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt==1.79min. 

Mass Spectrum (ES+, m/z): 484.10 (M+H) + 

Example 163 

i^D-foyrrolidm^-vDprop^ 
carboxamide 





o 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-(pyrrohdin-l-yl)propylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.10min. 

Mass Spectrum (ES+, m/z): 475.18 (M+H) + 

Example 164 

#-methyl^-phenyl-2-(4-fe^^^ 

carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using N-methylphenylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=L67 min. 

Mass Spectrum (ES+, m/z): 454.10 (M+H) + 



jV-(2HmethoxyethYlV2^4-fe^^ 




Example 165 



carboxamide 
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\ 

The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methoxyethylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC: Rt = 1.64 min. 

Mass Spectrum (ES+, m/z): 42232 (M+H) + 

Example 166 

2-(4-fe^ButylphenylV5-(3-dimeth^^ 




The title compound was prepared in analogous manner to that described in Example 
154 above, using pyrrolidine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC: Rt= 1.60 min. 

Mass Spectrum (ES+, m/z): 418.34 (M+H) + 
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Example 167 

AMl^thylpropyl)-2-(4-fe^bu^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 1-ethylpropylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.84min. 

Mass Spectrum (ES+, m/z): 434.13 (M+H) + 

Example 168 
iV-(23Kiihydrebenzori,41dioxm^^ 
oxazole-4-carboxamide 





The title compound was prepared in analogous manner to that described in Example 



154 above, using 2,3-dihydrobenzo[l,4]dioxin-6-ylamine instead of 2-(4- 



methoxyphenyl)ethylamine. 
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HPLC:Rt=1.82 min. 

Mass Spectrum (ES+, m/z): 498.10 (M+H) + 

Example 169 

i\^enzori,31dioxol-5-ylmethylV2-(4^ 
4-carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, vising benzo[l,3]dioxol-5-ylmethylamine instead of 2-(4- 
methoxyphenyl)ethylamine. 

HPLC:Rt=1.76 min. 

Mass Spectrum (ES+, m/z): 498.07 (M+H) + 

Example 170 

jV-f3^imidazol-l-yl)propyl1-2^4-fe^ 
carboxamide 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 3 -(imidazol- 1 -y l)propylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt= 1.07 min. 

Mass Spectrum (ES+, m/z): 472.15 (M+H) + 

Example J 71 

Ar-r4-(piperidm-l-yflphenyll-2^^ 
carboxamide 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-(piperidin-l-yl)phenylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.39 min. 

Mass Spectrum (ES+, m/z): 523.07 (M+H) + 
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Example 172 

iV-(4-methoxyphenyl>2-(4-^ 

carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methoxyphenylamihe instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.80 min. 

Mass Spectrum (ES+, m/z): 470.10 (M+H) + 

Example 173 

i\T-propyl-2^4-ferfrbutylphenylV5^^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using propylamine instead of 2-(4-methoxyphenyl)ethylamine. 
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HPLC:Rt=1.75 min. 

Mass Spectrum (ES+, m/z): 406.32 (M+H) + 

Example 174 

JV'-phenyl-2-(4-fe^butylphenyl)-5-(3^ 




The title compound was prepared in analogous manner to that described in Example 
154 above, using N-phenylhydrazine instead of 2-(4-methoxyphenyI)ethylamine. 

HPLC:Rt= 1.72 min. 

Mass Spectrum (ES+, m/z): 455.08 (M+H) + 



Example 175 
2-(4-fert-ButylphenylH-r(2,5^ 

dimethylaminophenyDoxazole 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,5-dihydropyrrole instead of 2-(4-methoxyphenyI)ethylamine. 

HPLC:Rt = 1.63min. 

Mass Spectrum (ES+, m/z): 416.20 (M+H) + 



2-(4-ferfrButylphenyl)-5^3-dime^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using thiomorpholine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.63 min. 

Mass Spectrum (ES+, m/z): 450.07 (M+H) + 

Example 177 
2^4-te^Butylphenyl>5-(3-dimethylan^ 

yDcarbonvlloxazole 



Example 176 
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9 

The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methylpiperidine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.73 min. 

Mass Spectrum (ES+, m/z): 446.12 (M+H) + 

Example 178 

AT-fcenzorUldioxol-5-Y^ 
dimethylaminophenyfloxazole^carboxamide 




The title compound was prepared in analogous manner to that described in Example 
154 above, using JV-ethyl-(benzo[l,3]dioxol-5-yl)amine instead of 2-(4- 
methoxyphenyl)ethylamine. 

HPLC:Rt=1.68 min. 

Mass Spectrum (ES+, m/z): 512.06 (M+H) + 
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Example 179 

44(4-Benzylpiperazin-l^ 

dimethylaminophenyl)oxazole 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 1-benzylpiperazine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.15min. 

Mass Spectrum (ES+, m/z): 523.15 (M+H) + 



Example 180 

2<4-terf-Butylphenyl)-5^3Klimeth^^ 
1 -yllcarbonynoxazole 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using l-(3-trifluoromethyIphenyI)piperazine instead of 2-(4- 
methoxyphenyl)ethylamine. 

HPLC:Rt=1.79min. 

Mass Spectrum (ES+, m/z): 577.03 (M+H) + 

Example 181 

AT-r2-(pyrrolidm-l^ 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-(pyrrolidin-l-yl)ethylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt-1.09min. 

Mass Spectrum (ES+, m/z): 46L17 (M+H) + 

Example 182 , 

W-Q-trifluoromethylbenzylV^^ 
carboxamide 




O 
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Hie title compound was prepared in analogous manner to that described in Example 
154 above, using 2-trifluoromethylbenzylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.84min. 

Mass Spectrum (ES+, m/z): 522.12 (M+H) + 

Example 183 

2-(4-ferfrBu1ylphenyl)-5-(3-dimethyla^ 
yDcarbonyfloxazole 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 1-phenylpiperazine instead of 2-(4-methoxyphenyl)ethylamine. 



HPLC:Rt=1.72 min. 

Mass Spectrum (ES+, m/z): 509.11 (M+H) + 
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Example 184 

AT-dlyl-2-(4-ferfrbutylphe^ 




; 

The title compound was prepared in analogous manner to that described in Example 
154 above, using allylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.71min. 

Mass Spectrum (ES+, m/z): 404.35 (M+H) + 

Example 185 

i^C4-methoxyphenyl)-^^ 
4-carboxamide 




The title compound was prepared in analogous manner to that described in Example 
154 above, using Af-methyl-4-methoxyphenylamine instead of 2-(4- 
methoxyphenyl)ethylamine. 
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HPLC:Rt=1.64min. 

Mass Spectrum (ES+, m/z): 484.29 (M+H) + 

Example 186 
2-(4-fert-Butylphenyl>5-(3^imethylaminopte 
yncarbonyll-oxazole 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,6-dimethylmorpholine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC:Rt=1.57min. 

Mass Spectrum (ES+, m/z): 462.10 (M+H) + 

Example 187 

Ai(4-chlorephenyl)-iV-methy^^ 
carboxamide 





Cl 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using iST-methyI-4-chlorophenylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC: Rt = 1.75 min. 

Mass Spectrum (ES+, m/z): 488.02 (M+H) + 

Example 188 

JV^l,2J,4-tetrahydronaphtta^ 
oxazole^-carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 1,2,3,4-tetrahydronaphthalen-l-ylamine instead of 2-(4- 
methoxyphenyl)ethylamine. 

HPLC: Rt= 1.90 min. 

Mass Spectrum (ES+, m/z): 494.13 (M+H) + 

Example 189 

iV-(2-ethyl-2ff-pyrazol-3^ 
carboxamide 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-ethyl-2#-pyrazol-3-ylamine instead of 2-(4-me1hoxyphenyI)ethyIamine. 

HPLC:Rt= 1.70min. 

Mass Spectrum (ES+, m/z): 458. 1 1 (M+H) + 

Example 190 

Afanethyl-iV'-phenYl-S-^ 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using JV-methylphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylaminophenyl)-2-(4-trifluoromethylphenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 140 above, instead of 2»(4-/erT-butylphenyl)-5-(3- 
dimethylaminophenyl)-oxazole-4-carboxylic acid. 
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HPLC:Rt=1.51min, 

Mass Spectrum (ES+, m/z): 466.15 (M+H) + 

Example 191 

jV^2,3-^vdrobenzori,41dioxin-6-yl>5^4^imethylaminoph^ 
trifluorometfaylphenyl)-oxazole-4-carboxamide 



154 above, using 2,3-dihydrobenzo[l,4]dioxin-6-ylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-dimethylaminophenyl)-2-(4- 
trifluoromethylphenyl)oxazole-4-carboxylic acid, prepared as described in Example 140 
above, instead of 2-(4-^r/-butylphenyl)-5-(3-dimethylambo-phenyl)oxazoIe-4-carboxylic 
acid. 

HPLC: Rt = 1.61 min. 

Mass Spectrum (ES+, m/z):5 10.13 (M+H) + 

Example 192 

iV^allvl-5-(4^imethylammopheny^ 




The title compound was prepared in analogous manner to that described in Example 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using allylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylamino-phenyl>2^4-trifluoromethylphenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 140 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt=1.52 min. 

Mass Spectrum (ES+, m/z): 416.15 (M+H) + 

Example 193 

jV^(4^hlorophenyl)-JV^methvl-5^4^imethylaminophenyl>2->r4- 
trifluoromethylphenyDoxazole^carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using A^methyl-4-chlorophenylamine instead of 2«(4-methoxyphenyl)ethylamine 
and 5-(4^imeftylaminophenyl)-2-(4-trifluoromefliyIphenyl)oxazole-4-carboxylic acid, 



r- 
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prepared as described in Example 140 above, instead of 2-(4-fer/-butylphenyl>5-(3- 
dimethylaminophenyl)-oxazole-4-carboxylic acid. 

HPLC: Rt = 1.60 rnin. 

Mass Spectrum (ES+, m/z): 500.11 (M+H) + 

Example 194 

iV-(2-trifluoromethylbenzylV5^^ 
trifluoromethylphenynoxazole-4-carboxamide 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-trifluoromethylbenzylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4Klimethylammophenyl)-2^4-tri^^ acid, 
prepared as described in Example 140 above, instead of 2-(4-ter/-butylphenyl)-5-(3- 
dimethylaminophenyl)-oxazole-4-carboxylic acid. 



HPLC: Rt = 1.68 min. 

Mass Spectrum (ES+, m/z): 534.13 (M+H) + 
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Example 195 

A^3-methykulfanylpheny^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-methylsulfanylphenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4^imethylammophenyl>2^ acid, 
prepared as described in Example 140 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)-oxazole-4-carboxylic acid. 

HPLC:Rt=1.72min. 

Mass Spectrum (ES+, m/z): 498.12 (M+H) + 

Example J 96 

44f2,5-Dihydropmol-l-yl)carbonylV^ 
trifluoromethylphenyD-oxazole 



4-carboxamide 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,5-dihydropyrrole instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylaininophenyl)-2^4-trifluoromethylphenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 140 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)-oxazole-4-carboxylic acid. 

HPLC:Rt= 1.45 min. 

Mass Spectrum (ES+, m/z): 428.13 (M+H) + 

Example 197 

i\l(3-me1hoxy-5-frifluoromethyfo^ 
phenyl)oxazole-4-carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-methoxy-5-trifluoromethylphenylamine instead of 2-(4-methoxyphenyl> 
ethylamine and 5-(4^imethylammophenyl)-2-(4-^^ 

acid, prepared as described in Example 140 above, instead of 2^4-tert-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt=1.80 min. 

Mass Spectrum (ES+, m/z): 550.12 (M+H) + 
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Example 198 

jy-benzyl-S^-dimethylam 



The title compound was prepared in analogous manner to that described in Example 
154 above, using benzylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylamino-phenyl)-2^4-trifl^^ acid, prepared as 

described in Example 140 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC: Rt = 1.59 min. 

Mass Spectrum (ES+, m/z): 466.15 (M+H) + 

Example 199 

5^4-DimethylaminophenylM-(thiomo 
oxazole 



The title compound was prepared in analogous manner to that described in Example 
154 above, using thiomorpholine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
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dimethylammopheny^ acid, prepared as 

described in Example 140 above, instead of 2-(4-ter/-butylpheny])-5-(3- 
dimethylaminophenyl)-oxazole-4-carboxylic acid. 

HPLC:Rt=1.46 min. 

Mass Spectrum (ES+, m/z): 462.13 (M+H) + 

Example 200 

iNKbenzori,31dioxol-5-ylmethylVS-(4-dfa^ 
oxazole-4-carboxamide 



The title compound was prepared in analogous manner to that described in Example 



methoxyphenyl)ethylamine and 5-(4-dhnethylaminophenyl)-2-(4- 
trifluoromethylphenyl)oxazole-4-carboxylic acid, prepared as described in Example 140 
above, instead of 2<4-te^butylphenyI)-5-(3^taethyl 
acid. 




154 above, using benzo[l,3]dioxol-5-ylmethylamine instead of 2-(4- 



HPLC:Rt=1.57 min. 

Mass Spectrum (ES+, m/z): 510.14 (M+H) + 
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Example 201 

AK4-methylphenyl)-5-(4-dimethylan^ 
carboxamide 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methyIphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dime%laminophenyl)-2-(4-Mfluoromethylphenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 140 above, instead of 2-(4-terM>utylphenyl)-5-(3- 
dimethylaminophenyl)-oxazoIe-4-carboxylic acid. 

HPLC:Rt=1.69min. 

Mass Spectrum (ES+, m/z): 466.15 (M+H) + 

Example 202 

iV-r4-(piperidin- 1 ^vl)phenyl>5-(4-dimethylaminophenylV2-(4- 
trifluoromethylphenyl)oxazole-4>carboxamide 
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o 

The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-(piperidin-l-yl)phenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4nIimethylaminophenyl)-2-(4~tri^^ acid, 
prepared as described in Example 140 above, instead of 2-(4-ferf-butylphenyl)-5-(3- 
dimethylaminophenyl)-oxazole-4-carboxylic acid. 

HPLC:Rt=L20 min. 

Mass Spectrum (ES+, m/z): 535.21 (M+H) + 

Example 203 

iy-phenyl-2-fl3iphenyl-2-yl)-5-(4-^ 




The title compound was prepared in analogous manner to that described in Example 
154 above, using phenylamine instead of 2-(4-methoxyphenyl)ethyIamine and 2-(biphenyl-2- 
yl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in Example 
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21 above, instead of 2-(4-fe^butylphenyl)-5-(3Klimethylam 
acid. 

HPLC:Rt=1.62 min. 

Mass Spectrum (ES+, m/z): 460.18 (M+H) + 



iy-methyl^AT-phenyl^^iphenyl^-^^^ 



The title compound was prepared in analogous maimer to that described in Example 
154 above, using iV-methylphenylamine instead of 2-(4-methoxyphenyI)ethylamine and 2- 
(biphenyl-2-yi)-5<4^imethylaminophenyl)oxazole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2^4-ter/-butylphenyl)-5-(3-dimethylaminophenyl)oxazole- 
4-carboxylic acid. 

HPLC:Rt= 1.47 min. 

Mass Spectrum (ES+, m/z): 474.20 (M+H) + 

Example 205 

2^iphenyl-2-yl>5^4-<limetM 



Example 204 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methylpiperidine instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yl)-5-(4^taethylanm acid, prepared as described 

in Example 21 above, instead of 2^4-^r/-butyIphenyI)-5<3^imethylaminophenyl)oxa2ole«- 
4-carboxylic acid. 

HPLC:Rt= 1.56min. 

Mass Spectrum (ES+, m/z): 466.22 (M+H) + 

Example 206 

JV-(4-methoxyphenyl>jV-m^ 
carboxamide 

I 




The title compound was prepared in analogous manner to that described in Example 
154 above, using iS^methyl-4-methoxyphenylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 2-(biphenyl-2-yl)-5-(4--dimethylaminophenyl)oxa2ole-4- 
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carboxylic acid, prepared as described in Example 21 above, instead of 2-(4-ter/- 
butylphenyl>5^3-dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt=1.43min. 

Mass Spectrum (ES+, m/z): 504.19 (M+H) + 

Example 207 

jy-(3-ethoxyphenyiy2-fob^ 

I 



Hie title compound was prepared in analogous manner to that described in Example 
154 above, using 3-ethoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2-(4-/erf-butylphenyl)-5-(3-dimethylaminophenyl)oxazole- 
4-carboxylic acid. 

HPLC:Rt= 1.68 min. 

Mass Spectrum (ES+, m/z): 504.22 (M+H) + 
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Example 208 

JV^naphthalen-l-YlV2-(biphepyl-2-y^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using naphthalen-l-ylamine instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yl)-5^4^iimeAylaminophenyl)oxazole4<arboxylic acid, prepared as described 
in Example 21 above, instead of 2-(4-/er/-butylphenyl>5^3-dimethylaminophenyl)oxazole- 
4-carboxylic acid. 

HPLC:Rt=1.71 min. 

Mass Spectrum (ES+, m/z): 510.21 (M+H) + 



iV^(2<nethoxyphenylV2-(biphenvl-2^^ 



the title compound was prepared in analogous maimer to that described in Example 
154 above, using 2-methoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 2- 




Example 209 
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(biphenyl-2-yl)-5-(4Kiimethylaminophenyl)oxazole^-<:arboxylic acid, prepared as described 
in Example 21 above, instead of 2^4-te^butylphenyl)-5-(3KiimethylaminophenyI)oxazole- 
4-carboxylic acid. 

HPLC:Rt=1.69min. 

Mass Spectrum (ES+, m/z): 490.20 (M+H) + 



iy-fc^-dihydrobenzorMldioxin-e-y^ 
4-carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,3-dihydrobenzo[l,4]dioxin-6-ylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 2-(biphenyl-2-yl>5-(4-dimethylaminophenyl)oxazole-4- 
carboxylic acid, prepared as described in Example 21 above, instead of 2-(4-ter/- 
butylphenyl)-5-(3^imethylamino-phenyl)oxa2ole-4-carboxylic acid. 

HPLC:Rt=1.57min. 

* Mass Spectrum (ES+, m/z): 518.19 (M+H) + 



Example 2 JO 
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Example 211 



#-(5-methyUsoxazol-3-yl)-2-^ 

carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 5-methylisoxazol-3-yIamine instead of 2-(4-methoxyphenyl)ethylamine and 
2-(biphenyl-2-yl)-5-(4-dime%laminophenyl)oxazole^^arboxylic acid, prepared as 
described in Example 21 above, instead of 2-(4-terM>utylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt=1.54min. 

Mass Spectrum (ES+, m/z): 565.18 (M+H) + 

Example 212 

Aifbiphenyl^-yl^-flnphenyl^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using biphenyl-2-ylamine instead of 2-(4-methoxyphenyl)ethylamine and 2- 




\ 
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(biphenyl-2-yl)-5-(4-dime&^ acid, prepared as described 

in Example 21 above, instead of 2<4-tert-butylphenyl>5-(3^imethylaminophenyl)oxazole- 
4-carboxylic acid.. 

HPLC:Rt = 1.81min. 

Mass Spectrum (ES+, m/z): 536.20 (M+H) + 



The title compound was prepared in analogous manner to that described in Example 
154 above, using allylamine instead of 2-(4-methoxyphenyl)ethylamine and 2-(biphenyl-2- 
yl)-5-(4-dimethylaminophenyl)oxazoIe-4-carboxylic acid, prepared as described in Example 
21 above, instead of 2-(4-/e^butyIphenyl)-5-(3^imethyIaminophenyl)oxazole-4-carboxylic 
acid. 



Example 213 



i\r-allyl-2-(biphenyl-2-yl>5^4^to 




HPLC:Rt=1.46 min. 

Mass Spectrum (ES+, m/z): 424.19 (M+H) + 
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Example 214 



#^4-cMorophenviyiV-metM 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using JV^methyl-4-cUorophenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 2-(biphenyl-2-yl)-5-(4-dimethylaininophenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 21 above, instead of 2-(4-rerT-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt= 1.54 inin. 

Mass Spectrum (ES+, m/z): 508.15 (M+H) + 



iV-(2-methoxybenzyl)-2^iphenyl-2^ 




Example 215 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methoxybenzylamine instead of 2-(4-methoxyphenyl)e%lamine and 2- 
(biphenyl-2-yI)-5-(4Klimethylaminophenyl)oxazoIe-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2-(4-rerr-butylphenyl)-5-(3-dimethylaminophenyI)oxazole- 
4-carboxylic acid. 



HPLC:Rt=1.59min. 

Mass Spectrum (ES+, m/z): 504.21 (M+H)* 

Example 216 

2-(Biphenyl-2-ylM4(3,4Klihy^^ 
oxazole 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 3,4-dihydro-2F-quinoIine instead of 2-(4-methoxyphenyI)ethyIamine and 2- 
(biphenyl-2-yl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2<4-ferf-butylphenyl)-5<3-dimethylaminophenyl)oxazole- 
4-carboxyIic acid. 
HPLC:Rt=1.57min. 
Mass Spectrum (ES+, m/z): 500.21 (M+H) + 
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Example 217 

jy-(2-methoxy-5-mefoylpheny^ 
carboxamide 




Hie title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methoxy-5~methyIphenylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 2-(biphenyl-2-yl)-5-(4Kiimethylaminophenyl)oxazole-4- 
carboxylic acid, prepared as described in Example 21 above, instead of 2-(4-/er/- 
butylphenyl)-5-(3<limethylaminophenyl)oxazole«4-carboxylic acid. 

HPLC:Rt=L74min. 

Mass Spectrum (ES+, m/z): 504.21 (M+H) + 

Example 218 

i\K4-methoxyphenvl>2-(^ 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yl)-5-(4Hiimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2^4-ter/-butylphenyl)-5-(3-dimethylaminophenyl)oxazole- 
4-carboxylic acid. 
HPLC:Rt=1.59 min. 
Mass Spectrum (ES+, m/z): 490.20 (M+H) + 



iV-(2-tffluoromethYlbenzyiy2-(bipte 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-trifluoromethylbenzylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 2-(biphenyl-2-yl>5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 21 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxa2ole-4-carboxylic acid. 

HPLC:Rt= 1.67 min. 

Mass Spectrum (ES+, m/z): 542.18 (M+H) + 



Example 219 
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Example 220 



AH3-methylsuli^ylphenyl)-2 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-methylsulfanylphenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 2-(biphenyl-2-yl)-5-(4^imethylaminophenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 21 above, instead of 2-(4«terf-butylphenyI)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylicacid. 

HPLC:Rt=L68 min. 

Mass Spectrum (ES+, m/z): 506.18 (M+H) + 

Example 221 
2^iphenyl-2-ylV5-(4-dimethylaminophen^ 

I 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 1-phenylpiperazine instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yI>5^4-dimethylaminophenyl)oxazole-4^arboxylic acid, prepared as described 
in Example 21 above, instead of 2-(4-ferr-butylphenyl)-5-(3-dimethyIaminophenyl)oxazole- 
4-carboxylic acid. 

HPLC: Rt = 1.56 min. 

Mass Spectrum (ES+, m/z): 529.24 (M+H) + 



2-(Biphenyl-2-ylM-(2,5-dihydropmol-l-yfc^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,5-dihydropyrrole instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2-(4-^^butylphenyl)-5<3-dimethylaminophenyl)oxazole- 
4-carboxylic acid. 

HPLC: Rt= 1.42 min. 

Mass Spectrum (ES+, m/z): 436.17 (M+H) + 



Example 222 
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Example 223 



2-(Biphenyl-2-ylV5^4^imetM 
vncarbonylloxazole 



The title compound was prepared in analogous manner to that described in Example 
154 above, using l-(3-trifluoromethylphenyl)piperazine instead of 2-(4- 
methoxyphenyl)ethylamine and 2-(biphenyl-2-yl)-5-(4-dimethylaminophenyl)oxazole-4- 
carboxylic acid, prepared as described in Example 21 above, instead of 2-(4-rer/- 
butylphenyl)-5-(3Klimethylamino-phenyl)oxazole-4-carboxylic acid. 

HPLC:Rt=L68 min. 

Mass Spectrum (ES+,m/z): 597.18 (M+H) + 

Example 224 

JV^(3-methoxy-5-trifluoromethylphenyl)-2-(biphenyl-2-ylV5-(4- 

dimethvlaminophenyl)oxazole-4-carboxamide 

I 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-methoxy-5-tri£Iuoromethylphenylamine instead of 2-(4-methoxyphenyl)- 
ethylamine and 2-(biphenyl-2-yl)-5-(4^methylammophenyl)oxazole-4-<^Aoxylic acid, 
prepared as described in Example 21 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)-oxazole-4-carboxylic acid. 

HPLC:Rt=1.74min. 

Mass Spectrum (ES+, m/z): 558. 16 (M+H) + 

Example 225 

iy-(3-benzyloxyphenyl)-2^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-benzyloxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yl>5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2-(4-ter/-butylphenyl)-5-(3-dimethylaminophenyl)oxazole- 
4-carboxylic acid. 




HPLC:Rt=1.75 min. 

Mass Spectrum (ES+, m/z): 566.20 (M+H) + 
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Example 226 

jV^S-bis-trifluoromethylte 
carboxamide 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 3,5-bis-trifluoromethylbenzylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 2-(biphenyl-2-yl)-5-(4-dimethylaminophenyl)oxazole-4- 
carboxylic acid, prepared as described in Example 21 above, instead of 2-(4-fe/t- 
butylphenyl)-5-(3^imethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt=1.72min. 

Mass Spectrum (ES+, m/z): 610.13 (M+H) + 

Example 227 
A^2-acetylphenylV2-(biphenyl-2-yl)-5-(^ 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-acetylphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-y0-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2<4-fer/-butylphenyl>5<3Klimethylaminophenyl)oxazole- 
4-carboxylic acid. 

HPLC:Rt= 1.65 min. 

Mass Spectrum (ES+, m/z): 502.19 (M+H) + 

Example 228 

#-(2-methyteulfanylphenyl)^ 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methylsulfenyIphenylamine instead of 2-(4-methoxyphenyl)ethyIamine 
and 2^iphenyl-2-yl)-5-(4^imethylaminophenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 21 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 




HPLC:Rt=1.75 min. 
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Mass Spectrum (ES+, m/z): 506. 1 8 (M+H) + 

Example 229 

^benzyl-2^iphenyl-2^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using benzylamine instead of 2-(4-methoxyphenyl)ethylamine and 2-(biphenyl-2- 
yl)-5-(4-dimethylaminophenyl)oxa2ole4-carboxylic acid, prepared as described in Example 
21 above, instead of 2-(4-te^butylphenyl)-5-(3Kim 
acid. 

HPLC:Rt=1.56 min. 

Mass Spectrum (ES+, m/z): 474.20 (M+H) + 

Example 230 

2-(Biphenyl-2-yl>5-(4-dimethylam 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using thiomorpholine instead of 2-(4-methoxyphenyl)ethylamine and 2-(biphenyl- 
2-yl)-5-(4^iimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described in 
Example 21 above, instead of 2-(4-/ert-butylphenyl)-5<3Klimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt=1.47 min. 

Mass Spectrum (ES+, m/z): 470.17 (M+H) + 



A^enzori,31dioxol-5-ylmethylV^ 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using benzo[l,3]cUoxol-5-ylmethylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 2-(biphenyl-2-yl>5-(4-dimethylaminophenyI)oxazole-4- 
carboxylic acid, prepared as described in Example 21 above, instead of 2-(4-/er/- 
butylphenyl)-5-(3-dimethylaminophenyI)oxazole-4-carboxylic acid. 
HPLC:Rt=1.53 min. 
Mass Spectrum (ES+, m/z): 518.21 (M+H) + 



Example 23 J 
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AT~(T)enzori3Tdioxol-5-Yl)-^ 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, usmgi\^thylbenzo[l,3]dioxol-5-ylamirie instead of 2-(4- 
methoxyphenyl)ethyIamine and 2-(biphenyl-2-yl)-5-(4-dimethylaminophenyl)oxazole-4- 
carboxylic acid, prepared as described in Example 21 above, instead of 2-(4-rerT- 
butylphenyl)-5-(3-dimethylamino-phenyl)oxazole-4-carboxylic acid. 

HPLC:Rt= 1.46 min. 

Mass Spectrum (ES+, m/z): 532.20 (M+H) + 

Example 233 

N-(2-benzylphenyl>2-(T3^ 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-benzyIphenyIamine instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yl)-5-(4Klimethylaminophenyl)oxazole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2-(4-rert-butylphenyl)-5^3-dimethylaminophenyl)oxazole- 
4-carboxylic acid. 
HPLC:Rt=1.78 min. 
Mass Spectrum (ES+, m/z): 550.22 (M+H) + 



A^(4>methylphenyl)"2-Q3iphenyl-2-yl)-5^4-dimethylaminophenyl)oxazole4 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methylphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yl)-5-(4KlimethylaminophenyI)oxazole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2^4-/^butylphenyl)-5^3Klimethylaminophenyl)oxazole- 
4-carboxylic acid. 

HPLC:Rt= 1.67 min. 

Mass Spectrum (ES+, m/z): 474.21 (M+H) + 



Example 234 
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Example 235 

Ai(2,5Klimethoxyphenyl^ 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,5-dimethoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 
2-(biphenyI-2-yl)-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 21 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylicacid. 

HPLC:Rt= 1.69 min. 

Mass Spectrum (ES+, m/z): 520.22 (M+H) + 

Example 236 

AT-fl>iphenyl^ylV2-(bipte 

! 




• 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using biphenyl-4-ylamine instead of 2^4-methoxyphenyl)ethylamine and 2- 
(biphenyl-2-yl)-5-(4Klimetiiylaminophenyl)oxa2ole-4-carboxylic acid, prepared as described 
in Example 21 above, instead of 2-(4-/er/-butylphenyl>5-(3-dimethylaminophenyl)oxazole- 
4-carboxylic acid. 

HPLC:Rt=1.76 min. 

Mass Spectrum XES+, m/z): 536.22 (M+H) + 

Example 237 

i\f-(2,6-dimethoxybenzyl)-2^iphen^ 
carboxamide 

I 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,6-dimethoxybenzylamine instead of 2-(4-methoxyphenyl)ethylamine and 
2-(biphenyI-2-yl)-5^4^imethylaminophenyI)oxazole-4-carboxylic acid, prepared as 
described in Example 21 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 



HPLC:Ri=1.61 min. 
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Mass Spectrum (ES+, m/z): 534.22 (M+H) + 



Example 238 



iy-(4-piperidin- 1 -ylpheny lV2-fl>iphenyl-2-yl)-5-( 4-dimethylaminophenyl)oxazole-4- 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-(piperidin-l-yl)phenylamine instead of 2-(4-methoxyphenyl)ethylamine 



and 2-(biphenyl-2-y])-5-(4-dimethylaminophenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 21 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt=1.15min. 

Mass Spectrum (ES+ 5 m/z): 543.26 (M+H) + 




Example 239 



7^phenyl-5-(4-dimethylaminophenYl)-2-phenyloxazole-4-carboxamide 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using phenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylamino-phenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 22 above, instead of 2^4-terr-butylphenyl)-5<3^ime%laminophenyl)oxazole-4- 
carboxylic acid. 

HPLC: Rt = 1.59 min. 

Mass Spectrum (ES+, m/z): 384.11 (M+H) + 

Example 240 

Af-metfayl-iy-phenyl-5-(4^ 




The title compound was prepared in analogous manner to that described in Example 
154 above, using JV-methylphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
22 above, instead of 2-(4-/erNbutylphenyl)-5-(3^imethylaminophenyl)oxazole^^arboxyHc 
acid. 

HPLC: Rt= 1.34 min. 

Mass Spectrum (ES+, m/z): 398.10 (M+H) + 
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Example 241 

5-(4-Dtoethylammophenyl)^ 

I 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methylpiperidine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
22 above, instead of 2<4-/e^butylphenyl)-5-(3-dimethylaminophenyl)oxazole^K;arboxylic 
acid. 

HPLC:Rt==1.41min. 

Mass Spectrum (ES+, m/z): 390.15 (M+H) + 




Example 242 



5-(4-DimethylaminophenylM-rf4-(2-methoxyphenyl)piperazin-l-yl1carbonvn-2- 



phenyloxazole 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-(2-methoxyphenyl)piperazine instead of 2-(4-methoxyphenyl)ethylamine 
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and 5-(4Kiimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 22 above, instead of 2-(4-/err-butylphenyl)-5«(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt==1.38min. 

Mass Spectrum (ES+, m/z): 483.16 (M+H) + 



jy-(3^thoxyphenyl)-5^4^methylam^ 



The title compound was prepared in analogous manner to that described in Example 
154'above, using 3-ethoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
22 above, instead of 2-(4-te^butylphenyl)-5-(3Klimethylam 
acid. 



Example 243 




< 



HPLC:Rt=1.64min. 

Mass Spectrum (ES+, m/z): 428.11 (M+H) + 
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Example 244 

i\T-(2^ihydrobenzon^^ 
carboxamide 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,3-dihydrobenzo[l,4]dioxin-6-ylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-dimethylaminophenyl)--2-phenyloxa2ole-4-carboxylic 
acid, prepared as described in Example 22 above, instead of 2-(4-terf-butyIphenyl)-5-(3- 
dimethyIaminophenyl)oxazole-4-carboxylic acid: 

HPLC:Rt=1.52 min. 

Mass Spectrum (ES+, m/z): 442.08 (M+H) + 

Example 245 

//"allyl"5-(4-dimethylaminophenyl)-2-phenyloxazole^-carboxamide 




The title compound was prepared in analogous manner to that described in Example 
154 above, using allylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
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dime%lamino-phenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 22 above, instead of 2<4-/er/-butylphenyl)-5-(3^imethylaminophen 
carboxylic acid. 

HPLC:R1=1.41 min. 

Mass Spectrum (ES+, m/z): 348.15 (M+H) + 

Example 246 

JV-(4^hlorophenylVJV'-methyl-5^ 

I 



The title compound was prepared in analogous manner to that described in Example 
154 above, using JV-methyl-4-chlorophenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-<limethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 22 above, instead of 2-(4-te^butylphenyl)-5-(3^imethylaminophenyI)oxazole-4- 
carboxylic acid. 

HPLC:Rt=1.45 min. 

Mass Spectrum (ES+, m/z): 432.08 (M+H) + 
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Example 247 



jV-(2-methoxyben2yiy5 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methoxybenzyIamine instead of 2-(4-methoxyphenyl)ethylamine and 5- 
(4-dimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 22 above, instead of 2-(4-/e^butylphenyl)-5-(3^imethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt= 1.55 min. 

Mass Spectrum (ES+, m/z): 428.12 (M+H) + 

Example 248 

jV-(4-me&oxyphenyiy5-(4-dto^ 

I 

THi 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5- 
(4-dimetiiylaminophenyl)-2-phenyloxa2ole-4-carboxylic acid, prepared as described in 
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Example 22 above, instead of 2-(4-/errtutylphenyl)-5-(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt==1.53 min. 

Mass Spectrum (ES+, m/z): 414.11 (M+H) + 

Example 249 

^(3-methylsulfanylpheny^^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-methylsulfenylphenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-dimethylaminophenyl)-2-phenyloxazole-4«carboxylic acid, prepared as described in 
Example 22 above, instead of 2-(4-^rr-butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt= 1.64 min. 

Mass Spectrum (ES+, m/z): 430.09 (M+H) + 

Example 250 
5-(4-Dimethylaminophenyl)-2-phenyM^ 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 1-phenylpiperazine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
22 above, instead of 2-(4-terNbutylphenyl)-5-(3Kiim^ 
acid. 

HPLC:Rt=L42 min. 

Mass Spectrum (ES+, m/z): 453.15 (M+H) + 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,5-dihydropyrrole instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 



Example 251 



4-(2,5'Dihydropyrrol-l-ylcarbonyl)-5-(4-dimethylaminophenyl)-2-phenyloxazole 
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22 above, instead of 2-(4-te^butylphenyI)-5-(3-dime^ 
acid. 

HPLC:Rt=1.28 min. 

Mass Spectrum (ES+, m/z): 360.15 (M+H) + 



5<4-Dimethylaminophenyl)-2-phenyM-rr4-(3-trifluoromethylphe 
yllcarbonyll-oxazole 



The title compound was prepared in analogous manner to that described in Example 
154 above, using l-(3-trifluoromethylphenyl)piperazine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-4imethylaminophenyl)-2-phenyloxazole-4-carboxylic 
acid, prepared as described in Example 22 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole4-carboxylic acid. 



Example 252 




HPLC: Rt - 1.55 min. 

Mass Spectrum (ES+, m/z): 521.15 (M+H) + 
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Example 253 



iV^3-methoxy-5-trifluorom 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-methoxy-54rifluoromethylphenylamine instead of 2-(4-methoxyphenyl> 
ethylamine and 5-(4-dimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as 
described in Example 22 above, instead of 2-(4-terM>utylphenyl)-5-(3- 
dimethylaminophenyl)-oxazole-4-carboxylic acid. 

HPLC:Rt=1.72min. 

Mass Spectrum (ES+, m/z): 482.10 (M+H) + 

Example 254 

iV-(3-benzyloxyphenyl>5^4-dfa^ 

I 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-benzyloxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5- 
(4^imethylaminophenyI)-2-phenyloxazole-4-carboxyIic acid, prepared as described in 
Example 22 above, instead of 2-(4-terr-butylphenyl)-5-(3-dimethylaminophenyl)oxazoIe-4- 
carboxylic acid. 

HPLC:Rt=1.72min. 

Mass Spectrum (ES+, m/z): 490.14 (M+H) + 

Example 255 

JV^3,5-bis-frifluoromethylben^ 

carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 3,5-bis-trifluoromethylbenzylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-dimethylaminophenyl)-2-phenyloxazole-4-carboxylic 
acid, prepared as described in Example 22 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethy!aminophenyI)oxazole-4-carboxylic acid. 




HPLC:Rt=1.68 min. 
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Mass Spectrum (ES+, m/z): 534.08 (M+H) + 

Example 256 

JSM?en2yl-5-(4^imetM 

I 




The title compound was prepared in analogous manner to that described in Example 
154 above, using benzylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
dimethylamino-phenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 22 above, instead of 2-(4-ter/-butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt=1.52min. 

Mass Spectrum (ES+, m/z): 398.14 (M+H) + 

Example 257 

5-(4-Dimethylammophenyl)-2^ 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using thiomorpholine instead of 2-(4-methoxyphenyl)ethyIamine and 5-(4- 
dimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
22 above, instead of 2-(4-te^butylphenyl)-5-(3-^ 
acid. 

HPLC:Rt=1.30 min. 

Mass Spectrum (ES+, m/z): 394.12 (M+H) + 

Example 258 

Ar<benzori31dioxol-S-yfae^ 

carboxamide 



Hie title compound was prepared in analogous manner to that described in Example 
154 above, using benzo[l,3]dioxol-5-ylmethylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-dimethylaminophenyl)-2-phenyloxazole-4-carboxylic 
acid, prepared as described in Example 22 above, instead of 2-(4-ter/-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 
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HPLC:Rt= 1.47 min. 

Mass Spectrum (ES+, m/z): 442.11 (M+H) + 

Example 259 

iV-(benzori,31dioxol-5-yiy^ 

carboxamide 

I 



The title compound was prepared in analogous manner to that described in Example 
154 above, using iV-ethylbenzo[l,3]dioxol-5-ylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-dimethylaminophenyl)-2-phenyloxazole-4-carboxylic 
acid, prepared as described in Example 22 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyI)oxazole-4-carboxy!ic acid. 

HPLC: Rt = 1.36 min. 

Mass Spectrum (ES+, m/z): 456. 13 (M+H) + 

Example 260 

iNK2 % 6<timethoxyben2ylV5^4Kto 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,6-dimethoxybenzylamine instead of 2-(4-methoxyphenyl)ethylamine and 
5-(4-dimethylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 22 above, instead of 2<4-tert-butylphenyl)-5<3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt=1.56min. 

Mass Spectrum (ES+, m/z): 458.16 (M+H) + 

Example 261 

iy-(4-piperidin-l-ylphenYlV5-(4-dim^ 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-(piperidin-l-yl)phenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-dimethylaminophenyl>2-phenyloxazole-4-carboxylic acid, prepared as described in 
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Example 22 above, instead of 2-(4-/e^butylphenyl)-5^3-dimethylaininophenyl)oxazole-4- 
carboxylic acid. 

HPLC: Rt = 1.09 min. 

Mass Spectrum (ES+, m/z): 467.18 (M+H) + 



The title compound was prepared in analogous manner to that described in Example 
154 above, using phenylamine instead of 2-(4-methoxypheny l)ethy lamine and 5-(4- 
acetylamino-phenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2-(4-^rf-butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4-carboxylic 
acid. 

HPLC: Rt= 1.32 min. 

Mass Spectrum (ES+, m/z): 398.11 (M+H) + 

Example 263 
iV-methyl-i\r-phenyl-5-(4-acetylamm^ 



Example 262 



JV-phenyl-5-(4-acetvlaminophenvl)-2"phenyloxazole-4-carboxamide 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using JV-methylphenylamine instead of 2-(4-methoxyphenyl)ethyIamine and 5~(4- 
acetyIaminophenyl)-2~phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2<4-/er/-butylphenyl)-5<3-dimethylaminophenyl)oxazole-4-carboxylic 
acid. 

HPLC:Rt=1.07 min. 

Mass Spectrum (ES+, m/z): 412.13 (M+H) + 

Example 264 

5-(4-Acetylaminophenyl)-4-f (4-methylpiperidin- 1 -y l)carbonyH-2-phenyloxazole 




9 

The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methylpiperidine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
acetyIatninophenyl)-2-phenyloxazo!e-4-carboxylic acid, prepared as described in Example 
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145 above, instead of 2-(4-te^butylphenyl)-5-^ 
acid. 

HPLC:Rt=1.13min. 

Mass Spectrum (ES+, m/z): 404.17 (M+H) + 

Example 265 

AT-(4-methoxyphenyl>i^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using i\^methyl-4-methoxyphenylamine instead of 2-(4- 

methoxyphenyl)ethylamine and 5-(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, 
prepared as described in Example 145 above, instead of 2-(4-ter/-butylphenyl)-5~(3- 
dimethylaminophenyl)oxazole-4-carbo^ylic acid. 

HPLC:Rt = 1.05 min. 

Mass Spectrum (ES+, m/z): 442.14 (M+H) + 

Example 266 

5-(4-AcetylammophenylM-rf4^2-mefo^ 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using l-(2-methoxyphenyl)piperazine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 145 above, instead of 2^4-terr-butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt=l.llmin. 

Mass Spectrum (ES+, m/z): 497.18 (M+H) + 

Example 267 

iV^3-ethoxyphenviy5-(4-a(retylam 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-ethoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 




• 
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145 above, instead of 2-(4-terf-butylphenyl)-5^3-dimethylaminophenyl)oxazole-4-carboxylic 
acid. 

HPLC:Rt=1.38min. 

Mass Spectrum (ES+, m/z): 442.14 (M+H) + 



The title compound was prepared in analogous manner to that described in Example 
154 above, using naphthalen-l-ylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4~ 
acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2^4-/e^butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4-carboxylic 
acid. 

HPLC:Rt=1.43 min. 

Mass Spectrum (ES+, m/z): 448.12 (M+H) + 



Example 268 



JV-(naphthalen- 1 -yl)-5-(4-acetylaminophenyl)-2"phenyloxazole-4-carboxamide 




Example 269 



A^f2-methoxvphenvl)-5'(4-acetylaminophenvn-2-phenvloxazole^c^boxamide 



WO 02/064558 



PCT/US02/04326 




H 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5- 
(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2-(4-/erNbutyIphenyI>5<3Kta 
acid. 

HPLC:Rt=L40 min. 

Mass Spectrum (ES+, m/z): 428.12 (M+H) + 

Example 270 

iV-(2,3Kiihydrobenzori,41dioxm^ 
carboxamide 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,3-dihydrobenzo[l,4]dioxin-6-ylamine instead of 2-(4- 




methoxyphenyl)ethylamine and 5-<4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, 
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prepared as described in Example 145 above, instead of 2-(4-ferf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazoIe-4-carboxylic acid. 

HPLC:Rt=1.27 min. 

Mass Spectrum (ES+, m/z): 456.12 (M+H) + 

Example 271 

jV-(5-methylisoxazol-3-yiy5-^^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 5-methylisoxazol-3-ylamine instead of 2-(4-methoxyphenyl)ethylamine and 
5-(4-acetylaminophenyl)-2-phenyloxazoIe-4-carboxylic acid, prepared as described in 
Example 145 above, instead of 2-(4-ter/-butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt= 1.21 min. 

Mass Spectrum (ES+, m/z): 403. 1 1 (M+H) + 

Example 272 

iy-(biphenvl-2-ylV5-(4-acetylam 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using biphenyl-2-ylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2-(4-te^butylphenyl>5-(3Klime^ 
acid. 

HPLC: Rt = 1.55 min. 

Mass Spectrum (ES+, m/z): 474.15 (M+H) + 

Example 273 

jS^allyl"5-(4"acetylaminophenyl)-2-phenyloxazole-4-carboxamide 




The title compound was prepared in analogous manner to that described in Example 
154 above, using allylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
acetylaminophenyl)-2-phenyloxazole-4«carboxylic acid, prepared as described in Example 
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145 above, instead of 2-(4-te^butylphenyl)-5-(3 
acid. 

HPLC: Rt = 1.10 min. 

Mass Spectrum (ES+, m/z): 362.16 (M+H) + 

Example 274 

i\r-(4-cMorophenyiy^^ 




XT 

cr 

The title compound was prepared in analogous manner to that described in Example 
154 above, using iV-methyl-4-chlorophenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-acetylaininophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 145 above, instead of 2-(4-ferr-butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC: Rt = 1.19 min. 

Mass Spectrum (ES+, m/z): 446.10 (M+H) + 



Example 275 

rt^2-methoxybenzyl>5-(4-ace 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methoxybenzylamine instead of 2-(4-methoxyphenyl)ethylamine and 5- 
(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2-(4-re^butylphenyl)-5-(3-dime%laminophenyl)oxa2ole-^carboxylic 
acid. 

HPLC:Rt=1.29min. 

Mass Spectrum (ES+, m/z): 442.15 (M+H) + 



Example 276 
5-(4-AcetylaminophenylH-(3Adihydro^ 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 3,4-dihydro-2tf-quinoline instead of 2-(4-methoxyphenyl)ethylamine and 5- 
(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
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145 above, instead of 2-(4-fe^bu1ylphenyl)-5-(3-dimethyi^ 
acid. 

HPLC:Rt=1.19min. 

Mass Spectrum (ES+, m/z): 438.16 (M+H) + 

Example 277 
iV-(2-methoxy-5-methylphenyl)-5-(4-acetylan^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methoxy-5-methylphenylamine instead of 2-(4- 

methoxyphenyl)ethylamine and 5-(4>acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, 
prepared as described in Example 145 above, instead of 2-(4-terM>utylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt=1.47min. 

Mass Spectrum (ES+, m/z): 442.15 (M+H) + 

Example 278 
W4-methoxyphenylV5-(4-acetylaminoph^ 
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H 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5- 
(4-acetylaminophenyl)-2-phenyloxa2ole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2-(4-te^butylphenyl)-5-(3^imethylaminophenyl)oxazole-4-carboxylic 
acid. 

HPLC: Rt = 1.28 min. 

Mass Spectrum (ES+, m/z): 428.13 (M+H) + 

Example 279 

AT-(2-trifluoromethylbenzyl>5-(4^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-trifluoromethylbenzylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-acetylaminophenyI)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 145 above, instead of 2-(4-terf-butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 



H 




0 
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HPLC:Rt=1.39min. 



Mass Spectrum (ES+, m/z): 480.12 (M+H) + 



Example 280 



iV-(4-methoxybiphenyl-3-vlV5-(4-acetylamm^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methoxybiphenyl-3-ylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 145 above, instead of 2-(4-ferr-butylphenyl)-5-(3^imethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt= 1.60 min. 

Mass Spectrum (ES+, m/z): 504.16 (M+H) + 




Example 281 

7f-(3-methylsulfanylphenylV5-(4-aceM 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-methylsulfanylphenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-acetylaminophenyl>2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 145 above, instead of 2-(4-/e^butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid 

HPLC:Rt= 1.40 min. 

Mass Spectrum (ES+, m/z): 444. 1 1 (M+H) + 

Example 282 

5-f4-Acetylaminophenyl)-2-phenyl-4--ff4-phenvlpiperazin-l-yl)carbonvl1oxazole 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 1-phenylpiperazine instead of 2-(4-methoxyphenyl)ethyIamine and 5-(4- 
acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
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145 above, instead of 2-(4-^rNbutylphenyl)-5-(3-dime%laminophenyl)oxazole^(^boxyUc 
acid. 



HPLC:Rt==1.18min. 

Mass Spectrum (ES+, m/z): 467.17 (M+H) + 

Example 283 
5-(4-Acetylaminophenyi)^2,5-di^ 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,5-<iihydropyrrole instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2-(4-/e^butylphenyl)-5-(3Kiimethylaminophenyl)oxa2ole^-carboxylic 
acid. 

HPLC:Rt = 0.97 min. 

Mass Spectrum (ES+, m/z): 374.15 (M+H) + 

Example 284 

5-(4-AcetylaminophenyI)-2-phenyl-4-[[4-(3-trifluoromethylphenyl)piperazin-l- 
yl]carbonyl]-oxazole 
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V 




r 



Hie title compound was prepared in analogous manner to that described in Example 
154 above, using l-(3-trifluoromethylphenyl)piperazine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, 
prepared as described in Example 145 above, instead of 2-(4-terf-butylphenyl>5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLGRt-1.33 min. 

Mass Spectrum (ES+, m/z): 535.15 (M+H) + 



iV" -(3-methoxy-5-trifluoromethyto^ 
carboxamide 



Hie title compound was prepared in analogous manner to that described in Example 
154 above, using 3-methoxy-5-trifluoromethylphenylamine instead of 2-(4-methoxyphenyl> 
ethylamine and 5-(4-acetylaminophenyl)-2-phenyloxazole-4-cafboxylic acid, prepared as 



Example 285 




H 
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described in Example 145 above, instead of 2-(4-fe^butylphenyl)-5-(3-dimethylamino- 
phenyl)oxazole-4-carboxylic acid. 

HPLC:Rt=L49 min. 

Mass Spectrum (ES+, m/z): 496.12 (M+H) + 

Example 286 
iV^3-benzyloxyphenyl)-5^4-acetylaminophe^^^^ 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 3-benzyloxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5- 
(4-acetylaminophenyI)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2-(4-rer^butylphenyl)-5^3-dimethylaminophenyl)oxazole-4-carboxylic 
.acid. 

HPLC:Rt= 1.51 min. 

Mass Spectrum (ES+, m/z): 504.16 (M+H) + 

Example 287 

iy-foS-bis-trifluoromethylphenyQ^ 
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F- 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 3,5-bis-trifluoromethylphenylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-acetyIaminophenyl)-2-phenyloxazole-4-carbo?cylic acid, 
prepared as described in Example 145 above, instead of 2-(4-tert-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt= 1.60 min. 

Mass Spectrum (ES+, m/z): 534.10 (M+H) + 

Example 288 

iy-(2-methylsulfanylphenylV^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-methylsulfanylphenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
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Example 145 above, instead of 2-(4-/^-butylphenyl)-5^3^imethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt=1.47min. 

Mass Spectrum (ES+, m/z): 444.12 (M+H) + 



The title compound was prepared in analogous manner to that described in Example 
154 above, using benzylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
acetylamino-phenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of2-(4-fc^butylphenyl)»5-(3^imethylaniinophenyl)oxazole-4-carboxylic 
acid. 

HPLC:Rt=1.26 rain. 

Mass Spectrum (ES+, m/z): 412.15 (M+H) + 

Example 290 

AT-(benzori,31dioxol-5-ylmethYiy5^4~a^ 



Example 289 



J^-benzyl"5>(4-acetylaminophenyl)-2-phenvloxazole^-carboxamide 
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Hie title compound was prepared in analogous manner to that described in Example 
154 above, using benzo[l,3]dioxoI-5-yImethylamine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-acetylaininophenyl)-2-phenyloxazole-4-carboxylic acid, 
prepared as described in Example 145 above, instead of 2-(4-terf-butylphenyl)-5-(3- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC:Rt==1.23min. 

Mass Spectrum (ES+, m/z): 456.13 (M+H) + 

Example 291 

JN^benzori,31dioxol-5»vl^ethyl-5-(4-acetylaminophenylV2-phe 

. H 

The title compound was prepared in analogous manner to that described in Example 
154 above, using A^ethylbenzo[l,3]dioxol-5-yIamine instead of 2-(4- 
methoxyphenyl)ethylamine and 5-(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, 
prepared as described in Example 145 above, instead of 2-(4-ter^-butylphenyl)-5-(3- 
dimetiiylaminophenyl)oxazole-4-carboxylic acid. 



WO 02/064558 PCT/US02/04326 



276 



HPLC:Rt=1.12min. 

Mass Spectrum (ES+, m/z): 470.15 (M+H) + 

Example 292 

iV^(2-benzylphenylV5^4-acetvlaminophenvl)-2'phenyloxazole^-carboxa 




The title compound was prepared in analogous manner to that described in Example 
154 above, using 2-benzylphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2^4-/e^butylphenyl)-5-(3Hlimethylaminophenyl)oxazole-4«-carboxylic 
acid. 

HPLC:Rt=1.53 min. 

Mass Spectrum (ES+, m/z): 488.18 (M+H) + 



Example 293 
iV^(4-methylphenylV5^4-acetylaii^^ 





WO 02/064558 



PCT/US02/04326 



277 




H 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-methylphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
acetylaminophenyI)-2-phenyloxazole-4-carboxylic acid, prepared as described in Example 
145 above, instead of 2-(4-r^butylphenyl)-5^3^imethyIaminophenyl)oxazole-4-carboxylic 
acid. 

HPLC:Rt=1.37 min. 

Mass Spectrum (ES+, m/z): 412.15 (M+H) + 

Example 294 

jy-(2,5-dtoethoxyphenylM-(4-ac^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using 2,5-dimethoxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine and 
5-(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 




H 




WO 02/064558 



PCT/US02/04326 



278 



Example 145 above, instead of 2<4-te^butylphenyl)-5-(3-dime%laminophenyl)oxazole-4- 
carboxyiic acid. 

HPLC:Rt=1.40 min. 

Mass Spectrum (ES+, m/z): 458. 15 (M+H) + 

Example 295 
Ar-flnphenyl^yl)-5-(4-acetylam^ 



The title compound was prepared in analogous manner to that described in Example 
154 above, using biphenyl-4-ylamine instead of 2-(4-methoxyphenyl)ethylamine and 5-(4- 
acetylaminophenyl)-2-phenyloxazole-4--carboxylic acid, prepared as described in Example 
145 above, instead of 2^4-te^butylphenyl)-5-(3-dime^ 



HPLC:Rt= 1.51 min. 

Mass Spectrum (ES+, m/z): 474.16 (M+H) + 

Example 296 

iV-(4-piperidin- 1 -vlphenylV 5-(4-acetyIammophenyn-2-pheny loxazole-4-carboxamide 




acid. 
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The title compound was prepared in analogous manner to that described in Example 
154 above, using 4-(piperidin-l-yl)phenylamine instead of 2-(4-methoxyphenyl)ethylamine 
and 5-(4-acetylaminophenyl)-2-phenyloxazole-4-carboxylic acid, prepared as described in 
Example 145 above, instead of 2-(4-terr-butylphenyl)-5-(3-dimethylaminophenyl)oxazole-4- 
carboxylic acid. 

HPLC:Rt = 0.84 min. 

Mass Spectrum (ES+, m/z): 48L20 Qti.+H) + 



JV-r2-(4-methoxyphenyl)ethvl1-2-^^ 
carboxamide 



A solution of 2-(4-/er^butyIphenyl)-5-(4-dimethylaminophenyl)oxazole^caitoxylic 
acid, prepared as described in Example 19 above, in a 4:1 by volume mixture of acetonitrile 
and pyridine (800 jil, 0.125M, 100 junol) was added to a 2-dram reaction vial. A solution of 



Example 297 




WO 02/064558 



PCT/US02/04326 



280 



2^hloro-l,3-dimethylimidazolinium chloride (DMC) in a 4:1 by volume mixture of 
acetonitrile and pyridine (800 pi, 0.25M, 200 yuaol) was added followed by the addition of a 
solution of 2-(4-methoxyphenyl)ethylamine in acetonitrile (400 pi, 0.25M, 100 fimol). The 
reaction mixture was then allowed to stand for 4 hours at room temperature. At the end of 
this time, the solvent was removed in vacuo and the crude material submitted for HPLC 
purification. 

HPLC Rt= 1.69 min; 

Mass Spectrum (ES+, m/z): 498.64 (M+H) + 

Example 298 

j\r-(4-acetylphenyl)-2-(4-fe^ 

carboxamide 



The title compound was prepared in analogous manner to Example 297 above, using 
4-acetylphenylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLC Rt = 1.73 min; 

Mass Spectrum (ES+, m/z): 482.56 (M+H) + 
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Example 299 



iV^benzhydiyI-2-(4-ferfrb^^ 



Hie title compound was prepared in analogous manner to Example 297 above, using 
benzhydrylamine instead of 2-(4-methoxyphenyI)ethylamine. 

HPLCRt=1.84min; 

Mass Spectrum (ES+, m/z): 530.49 (M+H) + 

Example 300 

iV^(4-trifluoromethylphen^ 
carboxamide 





r 
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The title compound was prepared in analogous manner to Example 297 above, using 
4-trifluoromethylphenylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLCRt=1.84 min; 

Mass Spectrum (ES+, m/z): 508.62 (M+H) + 

Example 301 

iV^nJ-dimethylpropyl)^^ 
carboxamide 



The title compound was prepared in analogous manner to Example 297 above, using 
1,1-dimethylpropylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLCRt= 1.79 min; 

Mass Spectrum (ES+, m/z): 434.67 (M+H) + 




Example 302 



Ar41-(ethoxycarbonyl)piperidin^-y^^ 



oxazole-4-carboxamide 
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The title compound was prepared in analogous manner to Example 297 above, using 
l-ethoxycarbonylpiperidin-4-ylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLCRt=1.61 min; 

Mass Spectrum (ES+, m/z): 519.69 (M+H) + 

Example 303 

iV^4-methylphenyl)-2-(4-fe^ 
carboxamide 



The title compound was prepared in analogous manner to Example 297 above, using 
4-methylphenylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLCRt= 1.79 min; 

Mass Spectrum (ES+, m/z): 454.64 (M+H) + 
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Example 304 

i\M3-benzyloxyphenYl^ 
carboxamide 



The title compound was prepared in analogous manner to Example 297 above, using 



HPLCRt=1.91 min; 

Mass Spectrum (ES+, m/z): 545.72 (M+H) + 

Example 305 

jV-(naphthalen-l-yl)-2-^ 

carboxamide 



The title compound was prepared in analogous manner to Example 297 above, using 
naphthalen-l-ylamine instead of 2-(4-methoxyphenyl)ethyIamine. 




3-benzyloxyphenylamine instead of 2-(4-methoxyphenyl)ethylamine. 
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HPLCRt=1.85 min; 

Mass Spectrum (ES+, m/z): 490.60 (M+H) + 

Example 306 

JV^J-diphenylpropyD^-^-fm-bu^ 
carboxamide 




The title compound was prepared in analogous manner to Example 297 above, using 
3,3-diphenylpropylamine instead of 2-(4-methoxyphenyl)ethyiamine. 

HPLCRt= 1.83 min; 

Mass Spectrum (ES+, m/z): 558.71 (M+H) + 



Example 307 

2^4-fe^ButylphenylH-rr4-(2-^ 
dimethylaminophenyDoxazole 
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The title compound was prepared in analogous manner to Example 297 above, using 
1 -(2-dimethylaminoethy l)piperazine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLCRt=0.97min; 

Mass Spectrum (ES+, m/z): 504.69 (M+H) + 

Example 308 

j\KS-methyUsoxazol-3-yl)-2-(4-fe^^ 
carboxamide 



The title compound was prepared in analogous manner to Example 297 above, using 
5-methylisoxazol-3-ylamine instead of 2-(4-methoxyphenyl)ethylamine. 

HPLCRt=1.70min; 

Mass Spectrum (ES+, m/z): 445.57 (M+H) + 
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Example 309 . 

iV^r2-(4-methoxyphenyl)ethyl1-5-(4^ 
carboxamide 



The title compound was prepared in analogous manner to Example 297 above, using 
5-(4-acetylaminophenyl)-2-(4-te^ acid, prepared as 

described in Example 25 above, instead of 2-(4-ter/-butylphenyl)-5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid. 

HPLC Rt = 1.55 min; 

Mass Spectrum (ES+, m/z): 512.72 (M+H) + 

Example 310 

iy-cvclopropylmethyl-iV-pro^^ 
carboxamide 
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The title compound was prepared in analogous manner to Example 29? above, using 
5^4-acetylaminophenyl)-2-(4-/er/-butylphenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 25 above, instead of 2-(4-/er/-butylphenyl)-5-(4- 
dimethylaminophenyl)oxazole-4-carboxylic acid and ^-cyclopropylmethyl-iV-propylamine 
instead of 2-(4-methoxyphenyI)-ethylamine. 

HPLCRt= 1.51 min; 

Mass Spectrum (ES+, m/z): 474.78 (M+H) + 

Example 311 

5-(4-AcetYlammophenyl)-2-(4-te^^ 



The title compound was prepared in analogous manner to Example 297 above, using 
5<4-acetylaminophenyl>2-(4-rerf-butylphenyl)oxazole-4-carboxylic acid, prepared as 
described in Example 25 above, instead of 2-(4-ter/-butylphenyl)-5-(4- 
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dimethylaminophenyl)oxazole-4-carboxylic acid and octahydroquinoline instead of 2-(4- 
methoxyphenyl)ethylamine. 

HPLCRt=1.60 min; 

Mass Spectrum (ES+, m/z): 500.67 (M+H) + 



A solution of 2-(4-tert-butyl-phenyl)-5-(4-methylamino-phenyl)-oxa2ole-4-carboxylic acid in 
CH 3 CN:pyridine 4:1 (800 |iL, 0.125M, 100 nmol) was added to a 2-dram reaction vial. A 
solution of 2-chloix)-l,3^imethylimidazoliniuni chloride (DMC) in CH 3 CN:pyridine 4:1 (800 
jiL, 0.25M, 200 \xxaol) was added followed by the addition of a solution of 2- 
trifluoromethylbenzylamine in CH 3 CN (400 |xL, 0.25M, 100 pmol). The reaction was 
allowed to stand for 4 hours at room temperature. The solvent was removed in vacuo and the 
crude material submitted for HPLC purification. 



Example 312 



2-(44ert-Butyl-phenylV5-(4-methylaminO"Phenyl)-oxazole-4-carboxylic acid 2- 

trifluoromethyl-benzylamide 




F 



Example 313 

2-(4-tert-Butyl-phenylV5-(3"dimethylamino-phenyn-oxazole-4-carboxylic acidthiazol-2- 



ylamide 
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The titled compound was prepared in analogous manner to Example 3 12. 
HPLC Rt = min; MS (ES+, m/z) (M+H) + 



Example 314 

2-(4-tert-Butyl-phenyiy5-(3-dimethylamin^ acid phenylamide 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.66 min; MS (ES+, m/z) 426.14 (M+H) + 

Example 315 

2-(4-Tert"butyl-phenvn-5-(3-dimethylamincHphenyl)-oxazole^-carboxyli^ acid biphenyl-2- 

ylamide 
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The titled compound was prepared in analogous manner to Example 3 12. 
HPLC Rt = 1.80 min; MS (ES+, m/z) 502.14 (M+H) + 

Example 316 

2-(44ert-Butyl-phenyl>5^3-dfa^ acid benzylamide 




Hie titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.60 min; MS (ES+, m/z) 440.15 (M+H) + 

Example 317 

r2-(44ert-Butyl-phenyl)-5^4-me^ 

methanone 
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The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt =1.42 min; MS (ES+, m/z) 402.16 (M+H) + 



Example 318 
r2-(4-tert-Butyl-phenyI)-5^4-methylamin^ 

methanone 




The titled compound was prepared in analogous manner to Example 312. 
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HPLC Rt « 1.41 min; MS (ES+, m/z) 436.14 (M+H) + 

Example 319 

2-(44ert-Butyl-phenyl)-5-(4-^ acid (4-chloro- 

phenyp-methyl-amide 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.52 min; MS (ES+, m/z) 474.11 (M+H) + 

Example 320 

2-(4-tert-Butyl-phenyl)-5^4-methylamfa acid (4-methoxy- 

phenylVmethyl-amide 




\ 

The titled compound was prepared in analogous manner to Example 312. 
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HPLC Rt = 1.42 min; MS (ES+, ra/z) 470.15 (M+H) + 

Example 321 

2-(4-tert-Butyl-pheny^ acid 2-methoxy- 

benzylamide 



The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.61 min; MS (ES+, m/z) 470.76 (M+H) + 

Example 322 

r2-(4-tert-Butyl-phenyl)-5^ 

phenyD-piperazin- 1 -yl"l-methanone 
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The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.60 min; MS (ES+, m/z)563.16 (M+H) + 

Example 323 

2-(4-tert-Butyl-phenyl)-5-(4-me acid 
benzofl ,31dioxol-5-yl-ethyl-amide 




The titled compound was prepared in analogous manner to Example 3 12. 
HPLC Rt = 1.45 min; MS (ES+, m/z) 498.15 (M+H) + 
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Example 324 

r2-(4-tert-Butyl-phenyl>5^ 

piperazin-1 -yl>methanone 




The titled compound was prepared in analogous manner to Example 3 12. 

HPLC Rt = 1.46 min; MS (ES+, m/z) 525.21 (M+H) + 

Example 325 
r2-(4-tert-Butyl-phenyl)-5-(4-methylam 

l-yl)-methanone 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.53 min; MS (ES+, m/z) 466.20 (M+H) + 
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2^44ert-Butyl-phenyl)-5-(4-^ acid (3-methoxy-5- 

trifluoromethyl-phenyl)-amide 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.79 min; MS (ES+, m/z) 523.13 (M+H) + 

Example 327 

2-(44ert-Butyl-phenylV5-(4-methylammo-phenylVoxazole-4-carboxylic acid (3-ethoxy- 

phenyD-amide 




The titled compound was prepared in analogous manner to Example 312. 



WO 02/064558 PCT/US02/04326 



298 



HPLC Rt = 1.71 min; MS (ES+, m/z) 470.15 (M+H) + 



Example 328 

2-(4-tert-Butyl-phenyD-5-(4-methylam^ acid naphthalen-1 - 

ylamide 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt - 1 .74 min; MS (ES+, m/z) 476.17 (M+H) + 

Example 329 

2-(44ert-Butvl-phenyl)--S-(4-metfaylamino-phenYlVoxazole-4"Carboxylicacid (4-methoxy- 

phenyD-amide 




The titled compound was prepared in analogous manner to Example 312. 
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HPLC Rt = 1.62 min; MS (ES+, m/z) 456.14 (M+H) + 

Example 330 

2^4-tert'Butyl-phenvlV5^4-metfavlamin(>phenvlVoxazole-4-carboxylic acid (2,5- 

dimethoxy-phenyl)-amide 




The titled compound was prepared in analogous manner to Example 3 12. 
HPLC Rt = 1.71 min; MS (ES+, m/z) 486.14 (M+H) + 

Example 331 

2-(4-tert-Butyl-phenylV5^4-meth^^ acid (2-methoxy- 

phenyp-amide 




The titled compound was prepared in analogous manner to Example 3 12. 
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HPLC Rt = 1.72 min; MS (ES+, m/z) 456.15 (M+H) + 

Example 332 

2^4-tert-BuM-phenyl)-5-(^^ acid 3,5-bis- 

trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt= 1.73 min; MS (ES+, m/z) 576.11 (M+H) + 

Example 333 

2-(44ert-Butyl-phenyl>5-(3Klimefo^ acid biphenyl-4- 

ylamide 
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The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt - 1.79 min; MS (ES+, m/z) 502.18 (M+H) + 



Example 334 

2-(4-tert-Butyl-phenyl)--5-(4-methvlamino-phenvn-oxazole-4-carboxylic acid (2,3-dihydro- 

benzof 1 ,41dioxin-6-y D-amide 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.60 min; MS (ES+, m/z) 484.14 (M+H) + 
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2-(4-tert-Butyi-phenyl>5^4-^^ acid f4-methoxy- 

biphenyl-3-yl)-amide 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.85 min; MS (ES+, m/z) 532.19 (M+H) + 

Example 336 

2"(44ert-Butyl-phenyl)-5-(4-methylamino-phenyl)-oxa2ole-4-carboxylicacid (2-acetyl- 

phenyQ-amide 




The titled compound was prepared in analogous manner to Example 312. 
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HPLC Rt = 1.72 min; MS (ES+, m/z) 468.16 <M+H) + 

Example 337 

2-(4-tert-Butyl-phenyiy5-(4-methylan^ acid 2,6-dimethoxv- 

benzylamide 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1.62 min; MS (ES+, m/z) 500.18 (M+H) + 

Example 338 

2-(44ert-Butyl-phenylV5-(4"methylammo-phenyl><)xazole-4-carboxylic acid (5-methyl- 

isoxazol-3-ylVamide 




The titled compound was prepared in analogous manner to Example 3 12. 
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HPLC Rt = 1.60 min; MS (ES+, m/z) 431.13 (M+H) + 



Example 339 

2-(4-tert-B\rtyI-phenyiy5-^ acid (3- 

methylsulfanyl-phenylVamide 




The titled compound was prepared in analogous manner to Example 3 12. 
HPLC Rt = 1.73 min; MS (ES+, m/z) 472.12 (M+H) + 

Example 340 

2-(4-tert-Butyl"phenylV5"f4-methylamino-phenylVoxazole^arboxylic acid (2- 
methylsulfanyl-phenylVamide 
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The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = 1 .77 min; MS (ES+, m/z) 472.12 (M+H) + 

Example 341 

5*(4-Methylammo-phenvl)-2-phenYl-»oxazole-4-carboxYlic acid2-trifluoromethyl- 

benzylamide 




The titled compound was prepared in analogous manner to Example 312. 
HPLC Rt = min; MS (ES+ , m/z) (M+H) + 

Example 342 

5-(4-Benzoylamino-phenvlV2-phenyl-oxazole-4-carboxvlic acid 2-trifluoromethyl- 

benzylamide 
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A solution of 5-(4-amino-phenyl)-2-phenyl-oxazole-4-carboxylic acid 2-trifluoromethyl- 
benzylamide in CHCl 3 :pyridine 1:1 (1 mL, 0.2M, 200 ^mol) was added to a 2-dram reaction 
vial. A solution of benzoyl chloride in CHCb (1 mL, 0.5M, 500 jmnol). Solvent was 
removed and diluted with DMSO (800 jil) and submitted for purification. 

HPLC Rt = 1.47 min; MS (ES+, m/z) 542.08 (M+H> + 

Example 343 

5-r4-(2-Methvl-benzovlaminoVphenylV2-phenvl-oxazole^-carboxvlic acid 2- 
trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.50 min; MS (ES+, m/z) 556.10 (M+H) + 
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Example 344 

N-{4-r2-phenyM-(2-frifluorometh^ 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.38 min; MS (ES+, m/z) 543.09 (M+H) + 

Example 345 

5-r4"(2-Metfaoxy-benzoylamino>phenylV2"phenyl-oxa2ole-4-carboxylic acid 2- 
trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.56 min; MS (ES+, m/z) 572.09 (M+H) + 
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Example 346 

5-r4-(3<VclopenM-propionylaminoVphenylV2-phenvl^xazole-^carboxylic acid 2- 

trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.62 min; MS (ES+, m/z) 562.15 (M+H) + 

Example 347 

S-(4-Pentanoylamino-phenylV2-phenyl-oxazole-4-carboxylic acid 2-trifluoromethyl- 

benzylamide 
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The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.47 min; MS (ES+, m/z) 522.14 (M+H) + 

Example 348 

5-r4^Cyclopropanecarbonyl-amino)-phenvlV2-phenyl-oxazole-4-carboxylic acid 2- 

frifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.38 min; MS (ES+, m/z) 506.11 (M+H) + 

Example 349 

5-f4-(2-Phenoxy-acetylamino)-phenyn-2-phenyl-oxazole-4-carboxylic acid 2- 
trifluoromethyl-benzylamide 
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The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.34 min; MS (ES+, m/z) 510.11 (M+H) + 



Example 350 

5,f-4-(2-Phenoxy-acetylamino)-phenylV2-phenyl-oxazole-4-carboxvlic acid 2- 
trifluoromethyl-benzylamide 



The titled compoimd was prepared in analogous manner to Example 342. 




HPLC Rt = 1.50 min; MS (ES+, m/z) 572.10 (M+H)+ 
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Example 351 

5.f4,(4-Methoxy"benzovlamino)-phenyl1"2-phenYl^xazole-4-carboxYlic acid 2- 
trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1 .48 min; MS (ES+, m/z) 572.09 (M+H) + 



Example 352 

5"f4-(3-Methoxy"benzoylamino)-phenyn-2"phenyl"Oxazole-4-carboxvlic acid 2- 

trifluoromethyl-benzylamide 
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The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.49 min; MS (ES+, m/z) 572.08 (M+H) + 

Example 353 
N-f4-r2-Phenyl^2-trifluorome^ 

isonicotinamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt - 1.38 min; MS (ES+, m/z) 543.09 (M+H) + 
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Example 354 

5-r4-(4-FluorcHbeD2oylamino)-phenylV2-phenvl-oxazole-4-carboxylic acid 2- 
trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.50 min; MS (ES+, m/z) 560.07 (M+H) + 

Example 355 

5-(44sobutyrylaminO'phenyn-2-phenyl-oxazole-4-carboxylic acid 2-trifluoromethyl- 

benzylamide 
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The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.40 min; MS (ES+, m/z>508.13 (M+H) + 



Example 356 

5-r4-(3-Methyl-butyrylaminoVphenyl1-^^ acid 2- 

trifluoromethyl-benzylamide 



The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1 .47 min; MS (ES+, m/z) 522.13 (M+H) + 

Example 357 

2"Phenvl-5-r4-(3-phenvl-propionYlamino)-phenvll-oxazole-4-carboxvlic acid 2- 
trifluoromethyl-benzylamide 
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Hie titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.51 min; MS (ES+, m/z) 570.08 (M+H) + 

Example 358 

2-Phenyl-5-r4-(2-thiophen-2-yl-acetylamin^^ acid 2- 

trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.49 min; MS (ES+, m/z) 572.08 (M+H) + 
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Example 359 

5-r4-(3-ChIorO"propionylamhoVphenvl1-2-phenYl-oxazoIe-4"Carboxylic acid 2 
trifluoromethvl-benzylamide 



The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt= 1.38 min; MS (ES+, m/z) 528.06 (M+H) + 



Example 360 

5-{4-r(Furan-2^arbonyl)"amino1--phenvl>"2-plienyl-oxa2ole-4-carboxylic acid 2- 

trifluorometbyl-benzylamide 
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The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.39 min; MS (BS+, m/z) 532.06 (M+H) + 

Example 361 

5-r4-(3-MethYl-benzoYlaminoVphenyl>2"phenyl-oxa2ole-4-carboxylic acid 2- 
trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt « 1.55 min; MS (ES+, m/z) 556.09 (M+H) + 
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Example 362 

5-r4^3-FluorcHbenzoylammoVphe^^ acid 2- 

trifluoromethyl-benzvlamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.51 min; MS (ES+, m/z) 560.07 (M+H) + 

Example 363 

5-r4^4-Ethyl-benzoylaminoVphenylV2^ acid 2-trifluoromethyl- 

benzylamide 




Hie titled compound was prepared in analogous manner to Example 342. 
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HPLC Rt = 1.58 min; MS (ES+, m/z) 570.10 (M+H) + 

Example 364 

2-Phenyl-544-(3-phenyl-acryloylamino acid 2- 

trifluoromethvl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.54 min; MS (ES+, m/z) 568.07 (M+H) + 

Example 365 

5"(4-Butvrylamino-phenyl)-2-phenvl-oxazole-4-carboxylic acid 2-trifluoromethyl- 

benzylamide 
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The tifled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.41 min; MS (ES+, m/z) 508.13 (M+H) + 

Example 366 

5-f4-((>clohexanecarbonvl-aminoVphenvn-2-phenyl-oxazole-4-carboxylic acid 2- 

trifluoromethyl-benzylamide 



The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.54 min; MS (ES+, m/z) 548.14 (M+H) + 

Example 367 

S-f4-(3,3-Dmethyl-butyrylamm^^ acid 2- 

trifluoromethyl-benzylamide 
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The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.53 min; MS (ES+, m/z) 536.15 (M+H)* 

Example 368 

5-f4^2^-Dichloro^cewlamino>phenvn^^ ac ;j 2- 

trifluoromethylbenzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.44 min; MS (ES+, m/z) 549.98 (M+H) + 
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Example 369 

5-r4-(4-Methykbenzoyla^ acid 2- 

trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt - 1.53 min; MS (ES+, m/z) 556.1 1 (M+H) + 



Example 370 

2-Phenvl-5"{4-rfthiophene-2^rbonyl)-aminol-phenyl|-oxazole-4-carboxylicacid 2- 

trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
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HPLC Rt = 1.47 min; MS (ES+, m/z) 548.04 (M+H) + 

Example 371 

5-f4-(2-Fluoro-benzoYlaminoVphenyl1-2-phenvl-oxazole-4-carboxylic acid 2- 
trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.48 min; MS (ES+, m/z) 560.06 (M+H) + 



Example 372 

2-Phenyl-5- (4-propionylaminO'phenYlVoxa2ole-4-carboxylic acid 2-trifluoromethyl- 

benzylamide 
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The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.36 min; MS (ES+, m/z) 494.1 1 (M+H) + 

Example 373 

2-Phenyl-5-(4-phenylacetylaminO"phenyl)-oxa2ole-4"Carboxylic acid 2-trifluoromethvl- 

benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.47 min; MS (ES+, m/z) 556.10 (M+H) + 
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Example 374 

5-f4-HexanoYlamino-phenylV2-phenyl-oxazole^t-carboxylic acid 2-trifluoromethyl- 

benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt - 1.53 min; MS (ES+, m/z) 536.15 (M+H) + 

Example 375 

5-r4-(2,2-DimethyI-propionylamino)--phenyn-2-phenvl'Oxazole-4-carboxylic acid 2- 

trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt - 1.50 min; MS (ES+, m/z) 522.14 (M+H) + 
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Example 376 

5'r4^2-Chloro-propionylamiiioVphenyn-2-pheiiyl-oxa2ole-4-carboxylic acid 2- 
trifluoromethyl-benzylamide 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.43 min; MS (ES+, m/z) 528.05 (M+H) + 



Example 377 
N-{4-f2-PhenyM-(2-trifluoromethyl-ben^ 

acid methyl ester 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.32 min; MS (ES+, m/z) 552.07 (M+H) + 
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Example 378 

Acetic acid (4-r2-phenyM-(2"trifluoromethyl-benzvlcarbamoYl)-oxazol-5-ylT 
phenylcarbamoyl) -methyl ester 




The titled compound was prepared in analogous manner to Example 342. 
HPLC Rt = 1.30 min; MS (ES+, m/z) 538.08 (M+H) + 

Example 379 

5-F4-(2-Methy 1-benzoy lamino)-phenyl1"2-phenyl-oxazole"4-carboxylic acid (2, 5-dimethoxy- 

phenyQ-amide 




i 

A solution of 5-(4-amino-phenyl)-2-phenyl-oxazole-4-carboxylic acid (2,5-dimethoxy- 
phenyl)-amide in CHCl 3 :pyridine 1:1 (1 mL, 0.2M, 200 junol) was added to a 2-dram 
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reaction vial. A solution of benzoyl chloride in CHC1 3 (1 mL, 0.5M, 500 jxmol). Solvent was 
removed and diluted with DMSO (800 pi) and submitted for purification. JJPLC Rt = 1.53 
min; MS (ES+, m/z) 534.14 (M+H) + 

Example 380 

N-{4-r4-(2,5^imethoxv-phenvlcarbamoyl)-2-phenyl-oxazol-5-yl>phenyl)-nicotinamid^ 



The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.43 min; MS (ES+, m/z) 521.12 (M+H) + 

Example 381 

5'r4-(2-Methoxy-benzoylamino , )-phenyl1-2-phenyl-oxazole-4-carboxylic acid (2,5 

dimethoxy-phenyP-amide 
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The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.57 min; MS (ES+, m/z) 550.11 (M+H) + 



Example 382 

5-r4-(3-Cyclopentyl-propionylamm^ 

dimethoxy-phenylVamide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.63 min; MS (ES+, m/z) 540.16 (M+H) + 



Example 383 

5-(4-Pentanoylamino-phenylV2-phenyl-oxazole-4-carboxylic acid (2 > 5-dimethoxy-phenyl> 

amide 




WO 02/064558 



PCT/US02/04326 



330 



The titled compound was prepared in analogous manner to Example 379. 
HPLC Rl = 1.50 min; MS (ES+, m/z) 500.16 (M+H) + 



Example 384 

5-r4-(Cyclopropanecarbonvl-aminoVphenvl1-2*phenyl-oxazole-4«carboxylic acid (2,5 

dimethoxy-phenyQ-aniide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.40 min; MS (ES+, m/z) 484.13 (M+H) + 



Example 385 

5-r4-(2-Methoxy-ace1ylaininoVphenylV2-phenyl-oxazole-4-carboxylic acid (2,5-dimethoxy- 

phenyl)-amide 
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The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.37 min; MS (ES+, m/z) 488.1 1 (M+H) + 



Example 386 

5-r4^2-Phenoxy-acetylammo)"phenyl>2-phenYl-oxazole-4-carboxylic acid (2,5-dimethoxy- 

phenyD-amide 




The titled compound was prepared in analogous maimer to Example 379. 
HPLC Rt = 1.52 min; MS (ES+, m/z) 550.10 (M+H) + 



Example 387 

5~[4-(3-Methoxy"benzoYlaminoVphenyl>2-phenyl-oxazole-4"carboxylic acid (2,5 

dimethoxy-phenyD-amide 
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The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = L51 min; MS (ES+, m/z) 550.11 (M+H) + 

Example 388 

N-{444-(2,5-Dimefooxy-phenylcarta 



The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.40 min; MS (ES+, m/z) 521.12 (M+H) + 

Example 389 

5-f4'(4-Fluoro-benzoylamino>phenyn-2-phenyl-oxazole-4-carboxylic acid (2,5-dimethoxy- 

phenylV-amide 





WO 02/064558 



PCT/US02/04326 



333 



The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.52 min; MS (ES+, m/z) 538.11 (M+H) + 

Example 390 

5-(4-Isobutyrylamino-phaiyl)-2-phenyl-oxa2ole"4-carboxvlic acid (2,5-dimethoxy-phenylV 

amide 



The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt - 1.43 min; MS (ES+, m/z) 486.15 (M+H) + 

Example 391 

5-r4»(3-Methyl-butyrylamino)-phenvlV2-phenyl^xazole^-(^rboxvlic acid (2,5-dimethoxy- 

phenylVamide 
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I 



The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.48 min; MS (ES+, m/z) 500.16 (M+H) + 

Example 392 

2-phenyl"5-r4-(3"phenyl-propionylaminoVphenyllK>xazole^-carboxylic acid (2,5- 

dimethoxy-phenyD-amide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.52 min; MS (ES+, m/z) 548.14 (M+H) + 
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Example 393 

2-Phenyl-5-r4-(2-tMophen-2-yl^ acid (2,5- 

dimethoxy-phenyl)-amide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.47 min; MS (ES+, mlz) 540.09 (M+H) + 

Example 394 

544-(3"CMoro-propionylamino)-phenyll-2--phenyl'Oxazole-4-carboxylic acid (2,5 

dimethoxy-phenylVamide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.39 min; MS (ES+, m/z) 506.10 (M+H) + 



PCT/US02/04326 
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Example 395 

5-{4-fffuran-2-carbonyl)-am^ acid (2,5- 

dimethoxy-phenyl)-amide 




i 



The titled compound was prepared in analogous maimer to Example 379. 
HPLC Rt = 1.42 min; MS (ES+, m/z) 510.11 (M+H) + 

Example 396 

5-r4-(3-Methyl-benzoylammo)-ph^^ acid (2,5-dimethoxy- 

phenyp-amide 
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The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.58 min; MS (ES+, m/z) 534.14 (M+H) + 
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Example 397 

5-r4-(3-Fluoro-benzovlainino)-pheayl1-2-phenYl-oxazole-4-carboxylic acid (2,5-dimethoxy- 

phenyfl-amide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.53 min; MS (ES+, m/z) 538.1 1 (M+H) + 



Example 398 

5-F 4-(4-Ethyl-benzoylamino)"Phenyn-2-phenyl-oxazole-4-carboxylic acid (2,5-dimethoxy- 

phenyD-amide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.61 min; MS (ES+, m/z) 548.13 (M+H) + 
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Example 399 

5-(4-Butyiylamino-phenyl^ acid (2,5-dimethoxy-phenylV 

amide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt - 1.42 min; MS (ES+, m/z) 486.14 (M+H) + 

Example 400 

5-r4-(Cyclohexanecarbonyl-aminoVphenyl1-2-phenyl-oxazole-4-carboxylic acid (2,5 

dimetfaoxy-phenyQ-amide 




/ 



The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.58 min; MS (ES+, m/z) 526.17 (M+H) + 
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Example 401 

5-r4-(3,3-Dimethyl-birtyrylai^ acid (2.5- 

dimethoxy-phenyl)-amide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.55 min; MS (ES+, m/z) 514.17 (M+H) + 



Example 402 

5-r4-f4-Methyl-benzoylamino)-phenyl1-2-phenyl-oxa2ole-4-carboxylic acid (2,5-dimethoxy- 

phenyQ-amide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.56 min; MS (ES+, m/z) 534.15 (M+H) + 
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Example 403 

2-Phenyl-5-{4-r(tiuophene-2-ca^^ acid (2,5 

dimethoxy-phenylVamide 



The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.48 min; MS (ES+, m/z) 526.07 (M+H) + 



Example 404 

2"Phenyl"5-(4-propionvlamino-phenyl)-oxazole-4-carboxylic acid (2,5-dimethoxy-phenyD- 

amide 





The titled compound was prepared in analogous manner to Example 379. 
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HPLC Rt = 1.39 min; MS (ES+, m/z) 472.14 (M+H) + 



Example 405 

5-r4^2<:hloro-propionylamino^^ acid (2.5- 

dimethoxy-phenyQ-amide 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.44 min; MS (ES-f, m/z) 506.09 (M+H)* 



Example 406 

N-{4~r4-(2,5-dimethoxy-phenylcart 

methyl ester 
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The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.34 min; MS (ES+, m/z) 530.12 (M+H) + 

Example 407 

Acetic acid (4-r4>(2,5-dimethoxy-phenylcarbamoyl)-2-phenyl-oxa2ol-5«ylT 
phenylcarbamoyl) -methyl ester 




The titled compound was prepared in analogous manner to Example 379. 
HPLC Rt = 1.35 min; MS (ES+, m/z) 516.12 (M+H) + 



Example 408 

N-{4'r2-phenyl-4-(4-phenyl-piperazine-l-carbonyl)-oxazol-5-yl1-phenylKbenzamide 
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A solution of [5-(4-ammo-phenyl)-2-phe^ 

methanone in CHCbipyridine 1:1 (1 mL, 0.2M, 200 umol) was added to a 2-dram reaction 
vial. A solution of benzoyl chloride in CHC1 3 (1 mL, 0.5M, 500 pmol). Solvent was 
removed and diluted with DMSO (800 jil) and submitted for purification. HPLC Rt = 1.31 
min; MS (ES+, m/z) 529.16 (M+H) + 

Example 409 

2-Methyl-N-(4-r2-phenyl^4-phenylHPiperazm^ 

benzamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.35 min; MS (ES+, m/z) 543.17 (M+H) + 

Example 410 
N-{4-r2-PhenyM-(4-phenyl-piperazm 




WO 02/064558 



PCT/US02/04326 



344 

The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.19 min; MS (ES+, m/z) 530.13 (M+H) + 

Example 411 

2-Methoxy-N-(4-r2-phenyM-(4^ 

benzamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.39 min; MS (ES+, m/z) 559.15 (M+H) + 

Example 412 
3-Cyclopentyl-N-{442-phenyH-(4^ 

propionamide 
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The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.44 min; MS (ES+, m/z) 549.20 (M+H) + 



Example 413 

Pentanoic acid (4-r2-phenyl^4-phenyl-piperazme-^ 



The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.28 min; MS (ES+, m/z) 509.19 (M+H) + 

Example 414 

Cyclopropanecarboxylic acid {4-f2-phenYl-4-(4-phenvl-piperazine-l-carbonvlVoxazol-5'Vn 

phenyl) -amide 
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The titled compound was prepared in analogous manner to Example 408. 
HPLCRt=1.18min; MS (ES+, m/z) 493.17 (M+H) + 



Example 415 

2-Methoxy-N-{4-r2-phenyM-(4-p^ 

acetamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = L13 min; MS (ES+, m/z) 497.18 (M+H) + 
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Example 416 
2-Phenoxy-N-(4-r2-phenyl^(4-phen^^ 

acetamide 



The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt - 1.34 min; MS (ES+, m/z) 559.15 (M+H) + 



Example 417 

4-Methoxy-N- {4-R-pheny M-(4-pheny 1-piperazine- 1 ^arbony l)-oxazol-5-yl|-phenyl } 

benzamide 
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The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 131 min; MS (ES+, m/z) 559.15 (M+H) + 

Example 418 

3 -Methoxy-N- (4^2-phenyl-4-(4-pheny 1-piperazine- 1 -carbonyn-oxazol-5-yri-pheny 1) - 

benzamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.30 min; MS (ES+, m/z) 559.14 (M+H) + 
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Example 419 

N-{4-f2-PhenYM-(4-phenyl^ 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.12 min; MS (ES+, m/z) 530.14 (M+H) + 

Example 420 

4-Fluoro-N-(4-r2-phenyM"(4-phenyl-pipera2ine-l-caTbonylVoxazol--5-yl1-phenvU- 

benzamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.31 min; MS (ES+, m/z) 547.13 (M+H) + 
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Example 421 

N-{4-r2-PhenyM-(4-pheny^ 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.21 min; MS (ES+, m/z) 495.19 (M+H) + 

Example 422 

3-Methyl-N-{442-phenyl^(4^ 

butyramide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1 .28 min; MS (ES+, m/z) 509.20 (M+H) + 
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Example 423 
3-Phenyl-N-{4-r2-phenyl^(4-ph^^ 

propionamide 




Hie titled compound was prepared in analogous manner to Example 408. 
HPLC Rt - 1.35 min; MS (ES+, m/z) 557.18 (M+H) + 

Example 424 

3-MethyI-N- (4-r2-phenyl-4-(4-phenyl-piperazine- 1 -carbonyl)-oxazol-5-yfl-phenyl ) - 

benzamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt « 1.35 min; MS (ES+, m/z) 543.16 (M+H) + 
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Example 425 

3-Fluoro-N-{4-r2-phenyl^ 

benzamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.34 min; MS (ES+, mlz) 547.14 (M+H) + 

Example 426 
4-Ethyl-N-{4-r2-phenyM-(4-phen^ 

benzamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1 .42 min; MS (ES+, mlz) 557.17 (M+H) + 



WO 02/064558 



PCT/US02/04326 



353 
Example 427 

3-Phenyl-N-{4-r2-phenyM-^^ 

acrylamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt « 1.35 min; MS (ES+, m/z) 555.16 (M+H) + 

Example 428 

N-{4-r2-PhenyM-(4-phenyl-piperazine-l^arbony^ 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.20 min; MS (ES+, m/z) 495.19 (M+H) + 
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Example 429 

Cyclohexanecarboxvlic acid {4-r2"PheaYM"(4-phenyl-piperazine-l-carbonylVoxazol-S-vl1" 

phenylj-amide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.37 min; MS (ES+, m/z) 535.22 (M+H) + 

Example 430 
3J-Dimethyl-N-{4-r2-phenyM-(4-phenyl-pip^ 

butyramide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.34 min; MS (ES+, m/z) 523.20 (M+H) + 
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Example 431 

4-Meftyl-N-{4-r2-phenyM^ 

benzamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.35 min; MS (ES+, m/z) 543.17 (M+H) + 

Example 432 
2-Fluoro-N-{442-phenyM^4-pheny^ 

benzamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt - 1.29 min; MS (ES+, m/z) 547.14 (M+H) + 
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Example 433 

N- { 4~r2-Phenyl-4-(4-phenyl-piperazine-l -carbonvlVoxazol'5-yl1-phenvl> -propionamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt - 1.15 min; MS (ES+, m/z) 481.18 (M+H) + 

Example 434 

2-Phenyl-N-{4-r2-phenyM-(4-phenyl-piperazm 

acetamide 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.28 min; MS (ES+, m/z) 543.17 (M+H) + 
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Example 435 
Hexanoic acid (4-r2-phenyl^(4-phenyl-pipe^ 




The titled compound was prepared in analogous manner to Example 408. 
HPLC Rt = 1.36 min; MS (ES+, m/z) 523.20 (M+H) + 



Example 436 

5-(4-Benzoylamino-plienyl)-2"phenyl"Oxazole-4-carboxylic acid pyridin-2-ylamide 




A solution of 5-(4-amino-phenyl)-2-phenyl-oxazole-4-carboxylic acid pyridin-2-ylamide 
in CHCl 3 :pyridine 1:1(1 mL, 0.2M, 200 jumol) was added to a 2-dram reaction vial. A 
solution of benzoyl chloride in CHC1 3 (1 mL, 0.5M, 500 ^imol). Solvent was removed and 
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diluted with DMSO (800 fil) and submitted for purification. HPLC Rt = 1.31 min; MS (ES+, 
m/z) 529.16 (M+H)+ 



Example 437 

5-r4>(2-metfayl>benzoylamino)>phenvl1-2-phenyl"Oxazole-4-carboxylic acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.37 min; MS (ES+, m/z) 475.12 (M+H) + 



Example 438 
N-{4-r2-PhenyM-(pyridm-2-ylc^ 
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The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.21 min; MS (ES+, m/z) 462.11 (M+H) + 



Example 439 

5-r4^3-Cyclopentyl-propionYlammo^ 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.45 min; MS (ES+, m/z) 491.12 (M+H) + 

Example 440 

S-r4-(Cyclopropanecarbonyl-am 

ylamide 
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The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.21 min; MS (ES+, m/z) 425.15 (M+H) + 



Example 441 

5"f4-(2-Methoxy-acetylamino)-phenvn-2-phenyl^xazole^-^rboxvlic acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.17 min; MS (ES+, m/z) 429.13 (M+H) + 



Example 442 

5-r4-(4-Methoxy-benzoylaminoVphenyl1"2-phenvl-oxazole-4-carboxylic acid pyridin-2- 

ylamide 
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The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = L37 min; MS (ES+, m/z) 491.12 (M+H) + 

Example 443 

5"r4"f3"Methoxy-benzoylamino)-phenYl1-2-phenyl-oxazole'4-carboxylic acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt - 1.34 min; MS (ES+, m/z) 491.11 (M+H) + 

Example 444 

5"r4-(4-Fluoro-benzoylamino)-phenYl1-2-phenyl-oxazole-4'Carboxylic acid pyridin-2' 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.37 min; MS (ES+, m/z) 479.1 1 (M+H) + 
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Example 445 

5-(4 JsobirtvrylaminO"PhenylV2-phenvl-oxazole-4-carboxylic acid pyridin-2-ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.25 min; MS (ES+, m/z) 427.13 (M+H) + 

Example 446 

5-r4-(3-Methyl-butyrylamino)-pheny^ acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.33 min; MS (ES+, m/z) 441.16 (M+H) + 
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Example 447 

2-Phettvl-5-r4-(3*phenvl"propionvlamino)"phenyl1-oxazole-4-carboxylic acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt - 1.39 min; MS (ES+, m/z) 489.14 (M+H) + 

Example 448 

2"Phenyl-5-r4-(2-thiophen"2-vl"acetylamino)-phenyllK)xazole^^arboxylic acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.32 min; MS (ES+, m/z) 481.07 (M+H) + 
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Example 449 

5-{4-r(Furan-2^arbonyl)-ammo acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.25 min; MS (ES+, m/z) 451.09 (M+H) + 



Example 450 

5-r4-(3-Methyl-benzoylaminoVphenyl1"2-phenyl-K)xazole-4-carboxylic acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.42 min; MS (ES+, m/z) 475.12 (M+H) + 
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Example 451 

5"r4-(3-FluorobenzoylamiDo)-phenvlV2"phenvl-oxazole-4-carboxylic acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.38 min; MS (ES+, m/z) 479.10 (M+H) + 

Example 452 

5"r4-f4-Ethyl-benzoylaminoVpfaenyl>2-phenYlK)xazole--4-carboxvlic acid pyridin-2-ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt - 1.49 min; MS (ES+, m/z) 489.14 (M+H) + 
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Example 453 

2'PhenyI-5-r4-f3-phenyl-acryloylaminoVphenyllK>xa2ole4-(^ui)oxylic acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.43 min; MS (ES+, m/z) 487.12 (M+H) + 



Example 454 

5-(4-Butyrylamino-phenyn-2"phenyl-oxa2ole-4-carboxylic acid pyridin-2-ylamide 




The titled compoimd was prepared in analogous manner to Example 436. 
HPLC Rt - 1.25 min; MS (ES+, m/z) 427.13 (M+H) + 
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Example 455 

5-r4^Cvclohexanecarbonvl-aminoVphenvl1-2-phenyl-oxazole-4-carboxylic acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt - 1.43 min; MS (ES+, m/z) 467.16 (M+H) + 

Example 456 

544-(33-Dimethyl4)utYrylaminoyphenyl^ acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.39 min; MS (ES+, m/z) 455.15 (M+H) + 
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Example 457 

5-r4-(4-Methyl-benzoyl^ acid pyridin-2- 

ylamide 




The titled compound was prepared in analogous manner to Example 436. 
HPLC Rt = 1.41 min; MS (ES+, m/z) 475.12 (M+H) + 

* Example 458 
2-Phenyl-5-pyridin"4-yl-oxazole-4-carboxylic acid ethyl ester 




H 3 C 



Isonicotinyl chloride (80.7 mmol, 14 g) and triethylamine (161.4 mmol, 22.4 mL) were added 
to a solution of {[methylsulfanyl«(phenyl>methyIene]-amino} -acetic acid ethyl ester 6 (26.9 • 
mmol, 6 g) in CH 2 C1 2 (120 mL) and the reaction was stirred for 24 hours at room 
temperature. The organic layer was washed 1M HC1 (100 mL) and brine (100 mL), dried 
over Na 2 S04 and the solvent removed in vacuo. The titled compound was recrystallized 
from EtOH (2.28 g) as a yellow solid in 26 % yield. 
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Example 459 fl) 
2-Phcnyl-5-pyridin-4-yl-oxazole-4-carboxylic acid 



Aqueous 1M KOH (12 ml) was added to a suspension of 2-phenyl-5-pyridin^yl-oxazoIe-4- 
carboxylic acid ethyl ester in EtOH and heated to SO °C Suspension was filtered after 12 h 
and solid washed with EtOH providing the titled compound In quantitative yield. 

*H NMR (300 MHz, CDC1 3 ) 5 833 (s, 4H), 4.42 (q, J = 12 Hz, 2H), 2.6 (s, 3H), 1 .42 (t, I - 
7.2Hz, 3H);- 

HPLC Retention time 3 1.08 min; 

Mass Spectrum (ES+, m/z) 277.31 (M+H) + 



A solution of 2-phrayl-5-pyridin^yl-cncazole-4-carboxy lie acid in CH 3 CN:pyridine 4:1 (800 
^L, 0.125M, 100 jimol) was added to a 2-dram reaction viaL A solution of 2-chloro-l,3- 
dimethyliraidazolinium chloride (DMC) in CHaCN^yridine 4:1 (800 jiL, 0.25M, 200 *unol) 
was added followed by the addition of a solution of aniline in CH3CN (400 jiL, 0.25M, 100 
iwnol). Solvent was removed and diluted with DMSO (800 nl) and submitted for 
purification. 



Example 459 (2) 
2-Phenvl'5'Dvridin-4-vl-oxa2oIe4^carboxvlic acid ohcnvlamide 
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HPLC Retention rime = 1 33 min; 

Mass Spectrum (ES+, m/z) 342.23 (M+H)* 



Example 460 

(4-Methvl-pipcn\iin^^ 




p 

The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1.10 min; 

Mass Spectnim (ES+, m/z) 348.27 (M+H)* 

Example 461 
f4^2-MemoxyHjhenvlVp iDerazfa-I-vl7^ 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1.12 min; 

Mass Spectrum (ES+, m/z) 44U4 (M+H)"" 




WO 02/064558 



PCTYUS02/04326 



371 



Example 462 

2-PhenvI-5-DVTidin^vI-oxazol&-4-carboxylic acid O-ethoxv-phenylVamide 



The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1.44 min; 

Mass Spectrum (ES+, m/z) 386,24 (M+H)" 



Example 463 

2-Phenyl>5^pvridiiH^vl-oxazole-4-€arboxyKc acid (2-methoxv-phenvlVamide 





NH 




The titled compound was prepared in analogous maimer to Example 459. 



HPLC Retention time = 1.51 min; 

Mass Spectrum (ES+, m/z) 372.22 (M+Hf 
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Example 464 

2-PhepvNS-pyridin^vl-oxa2ole-4-carfaoxvlic acid (5-methv]4soxazoI-3~ylVamide 



The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time - 1.16 min; 

Mass Spectrum (ES+, m/z) 347.21 (M+H) + 



Example 46S 

2>PhenyI-S»pyridin-4-yk)xa2ole-4-carboxvlic acid biphenyl-2-ylamide 





NH 




The titled compound was prepared in analogous manner to Example 459. 



HPLC Retention, time « 1.71 min; 

Mass Spectrum (ES+, m/z) 41820 (M+Hf 
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Example 466 

2^PhenyIo-pyridin-4-yk)xazoIe-4>carfaoxvlic acid allylamidc 




The tided compound was prepared in analogous maimer to Example 459. 

HPLC Retention time = 1.03 min; 

Mass Spectrum (ES+, ra/z) 306.25 (M+H) + 

Example 467 

2-Phenyl-5-pyridin^yl-oxazole>4-cari)oxylic acid f4-cfaloro^phenylVme tfavl*amirife 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1 .22 min; 

Mass Spectrum (ES+, m/z) 390.16 (M+H)* 
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Example 468 

2-Phcnvl-5-pyridin*4.Yl>oxazole-4-carboxvlic acid 2-methoxy-benrvlamide 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1 J4 min; 

Mass Spectrum (ES+, m/z) 38621 (M+Hf 

Example 469 

fi.4-Dihvdro-2H^uinolin-l-v^^^ 




The titled compound was prepared in analogous manner to Example 459. 



HPLC Retention lime =1,19 min; 

Mass Spectrum (ES+, m/z) 38223 (M+Hf 
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Example 470 

2-PhcnvI-5-pvridui^>yl-oxa2olc4<arboxviic acid f2-methoxy>5-methvl>DhenvlVamidfc 




The titled compound was prepared in analogous manner to Example 459. 
HPLC Retention time = 1 59 min; Mass Spectrum (ES-f, m/z) 38622 (M+H) + 

Example 471 

2-Phenvl-5-PYridin-4-vI-oxazole-4>carboxvlic acid (4-methoxv-phenvlVamide 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 130 min; 

Mass Spectrum (ES+, m/z) 372.21 (M+H) + 
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Example 472 

2-Phenvl-S-pyridm^yl^ acid 2-trifluoromethvl>ben2vlamide 




The titled compound was prepared in analogous manner to Example 459, 

HPLC Retention rime = 1.47 min; 

Mass Spectrum (ES4-, mfz) 424.19 (NM-H)* 

Example 473 

2-Phenvl-S-pyridin^vl-oxa2ole-4Harboxvlio acid (3-methvlsulfanYl-phenvlVamide 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1.46 min; 

Mass Spectrum (ES+, m/z) 388.17 (M+H)* 
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Example 474 
(4-Phenvl-piperazin-l-yD^-ohw 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time - 1.18 min; 

Mass Spectrum (ES+, m/z) 41 123 (M+H)* 

Example 475 
f2J-DjhYdro-pYrrol-l-yD^-ph^ 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 0.89 min; 

Mass Spectrum (ES+, m/z) 3 1824 (M+H)* 
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Example 476 

( Octahvdro-quinolin- 1 -ylM2^faeavl-5s)Yridm^ylK)xazol^vIVrnethaDone. 




The tided compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1.32 min; 

Mass Spectrum (ES+, m/z) 388.27 (M+Hf 

Example 477 
fl^henvl-S-pyridin^Yi-oxazol^ 

methanone 




The titled compound was prepared in analogous manner to Example 459. 



HPLC Retention time = 138 min; 

Mass Spectrum (ES+, m/z) 47921 (M+H)* 
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Example 478 

2'PhenyI"5smidin^-vI^xazolc-4H;arboxyIic acid (3-benzyIoxv-pheriylVamide 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1.61 min; 

Mass Spectrum (ES+, m/z) 448.22 (M+H)* 

Example 479 

2-Phenvl-5-pvridin-4*v[-oxazoIe-4-carfaoxvIic acid 3,5-bis-trifluoromethyl>ben2Yl-amide 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1.57 min; 

Mass Spectrum (ES-h, m/z) 492.14 (M+H)* 
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Example 480 

2^Phcnvl>5^vridia^y(^xa2oie>4^carboxvHc acid f2-acctvl-ohenYt} <CTiri» 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1.50 xnin; 

Mass Spectrum (ES+, m/z) 384.20 (M+H) + 

Example 481 

2>Phenvl-5Hi vridiiH^vl^xazole^carfaoxvUc acid f2-metfaY kutfen Yl-phenvlVamide . 




The titled compound was prepared in analogous manner to Example 459. 



HPLC Retention time = 1,60 rain; 

Mass Spectrum (ES+, m/z) 388.16 (MfH) + 
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Example 482 
(2-PhenvU5-imidin^yl^xazol^ 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 0.93 min; 

Mass Spectrum (ES+, m/z) 352 JO (M+Hf 

Example 483 

2*Phenyl-S-pyridin^vlH>xa2ole-4-carfaoxylic acid benzof L31dioxol-S-yI-ethvl-amidc . 




The titled compound was prepared in analogous maimer to Example 459. 



HPLC Retention time = U0 min; 

Mass Spectrum (ES+, m/2) 414.21 (M+H)* 
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Example 484 

2-Phtavl-5^vri(to^yl-oxazote-4-caffaQxvlIc acid tt-benzYl-phenylVamide. 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = U65 mm; 

Mass Spectrum (ES+, m/z) 43223 (M+Hf 



Example 485 

2-Phenv]-5j)vridin^vl-cxa2oIe-4Harbo3cylic acid (4-metfavlDhenvlVamide 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1 .43 min; 

Mass Spectrum (ES+; m/z) 356.24 (M+Hf 
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Example 486 

2-PhenyNS«pvridin^yl^xa2oIe-4<arfaQxylic acid Z6-dimethoxvbenzvtamide 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time = 1 39 min; 

Mass Spectrum (ES+, m&) 416.21 (M+H) + 

Example 487 

2-Pbmvl-S*rn^din-4-Yl-oxazole-4<arfaoxyUc acid (4 -piperidin- 1 -vl-pheirv 1 Vamide 




The titled compound was prepared in analogous manner to Example 459. 

HPLC Retention time - 0,76 rain; 

Mass Spectrum (ES+, m/z) 425.24 (M+H)* 
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Example 488 (1) 

4-ri-Ethoxycarbonyl-2-(4-mtro- acid 

fer/-butyl ester 

2-Diazo-3-oxo-3-(4-nitro-phenyl)-propionic acid ethyl ester (10 mmol, 2.63 g) in CHCb (20 
ml) was added over Ih to 4-carbamoyI-piperidine-l-carboxylic acid ter/-butyl ester (10 
mmol, 2.28 g) and rhodium acetate (0.5 mmol, 221 mg) in CHC1 3 (100 mL) at reflux. 
Heating was continued for 14h after complete addition. The solvent was removed and crude 
oil was purified by flash chromatography (40% EtOAc/hexanes) providing the titled 
compound (1.2g) as a light purple solid (contaminated with small amount of catalyst) in 26% 
yield. 

! H NMR (300 MHz, CDC1 3 ) 5 8.35 (d, J - 7.8 Hz, 2H), 8.25 (d, J « 7.5 Hz, 2H), 6.83 (d, J - 
7.5 Hz, 1H), 6.15 (d, J = 7.2 Hz, IH), 4.18 (q, J = 7.2 Hz, 2H), 2.78 (bt, J = 7.2 Hz, 2H), 2.40 
(m, 1H), 1.82 (bt, J = 6.9 Hz, 2H), 1.62 (m, 2H), 1.42 (s, 9), 1.15 (t, J - 7.2 Hz, 3H); 
HPLC Retention time = 1 .06 min; 
Mass Spectrum (ES+, m/z) 408 (M-tBu) + . 

Example 488 (2) 

4-r4-ethoxvcarbony l-5'(4-nitrchphenvl)-oxazol-2-vn-piperidine" 1 -carboxylic acid ferf-butvl 

ester 



Triethyl amine (8.6 mmol, 1.2 mL) followed by 4-[l-Ethoxycarbonyl-2-(4-nitro-phenyl)-2- 
oxo-ethylcarbamoyl]-piperidine-l -carboxylic acid ter/-butyl ester (2.16 mmol, 1 g) in CH2CI2 
(5 mL) were added to a solution of iodine (4.3 mmol, 1.1 g) and triphenylphosphine (4.3 
mmol, 1 .13 g) in CH2CI2 (15 mL). The solvent was removed after 10 min and crude material 




O 



H 3 C 
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purified by flash chromatography (40 % EtOAc/hexanes) providing the titled compound (440 
mg) as a light brown foam in 46 % yield. 

! H NMR (300 MHz, CDC1 3 ) 5 8.28 (dd, J = 12, 7.5 Hz, 4H), 4.21 (q, J = 7.2 Hz, 2H), 4.18 (b, 
2H), 3.10 (m, 1H), 2.90 (bt, J = 7.2 Hz, 2H), 2.08 (b, J = 6.9 Hz, 2H), 1.82 (m, 2H), 1.42 (s, 
9), 1.38 (t, J = 7.2 Hz, 3H); 
HPLC Retention time = 1.36 min; 
Mass Spectrum (ES+, m/z) 408 (M-tBu) + . 

Example 489 

4-r5-(4-Ammo-phenyfl-4^thoxy^^ acid tert- 

butyl ester 



4-[4-ethoxycarbonyl-5-(4-mtro-ph acid terf-butyl 

ester (7.3 mmol, 3.28 g) and 10% palladium on carbon (0.4 mmol, 390 mg) were placed in a 
Parr flask with EtOAc (25 mL) and shaken for 8h and reaction filtered through a pad of 
Celite. The filtrate was concentrated to provide the titled compound (2.95 g) as a light yellow 
solid in 97% yield. 




O 



H 3 C 
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Example 490 

445-(4-N-acetylammo-pte^ 

fert-butyl ester 




Acetyl chloride (7.81 mmol, 550 \iL) in CH2CI2 (5 mL) was added to a solution 4-[4- 
ethoxycarbonyl-5^4-ammo-phenyl^ acid tert-butyl ester 

(7.1 mmol, 2.95 g) and pyridine (14.2 mmol, 1.15 mL) in CH 2 C1 2 (60 mL) and stirred for lh. 
The solvent was removed and partitioned between EtOAc (100 mL) and 1M HC1 (50 mL). 
The organic layer was washed with brine (50 mL) and dried over Na 2 SC>4 and solvent 
removed to provide the titled compound (3.17 g) as bright yellow solid in 97 % yield. 



Example 491 

4-r5-(4-acetylamino-phenyl)-4"Carboxy-oxazol-2-yl1-piperidine-l -carboxylic acid fert-butyl 

ester 
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10% NaOH (10 mL) was added to 5-4-[5-{4-N-acetylamino-phenyl)-4-ethoxycarbonyl- 
oxazol-2-yl]-piperidine-l-carboxylic acid ter/-butyl ester (40 mg, 0.08 mmol)in a mixture of 
MeOH (20 mL) and THF (10 mL). After 3h the hydrolysis of the ester was complete and the 
solvent was removed to afford the titled compound (25 mg, 66%). 

Example 492 
4-r5-(4-Acetylammo-phenyl)^(2-^ 

piperidine-l-carboxylic acid tert-butyl ester 



Trifluoromethyl benzyl amine was added to 4-[5-(4-acetylamino-phenyl)-4-carboxy-oxazol- 
2-yl]-piperidine-l-carboxyIic acid ter/-butyl ester (0.77mmol, 20 mg) and DMC (0.15 mmol, 
26 mg) and stirred for 4h. 

Example 493 

5>(4-Acetylamino~phenvlV2-piperidin-4"yl-oxa2ole-4-carboxvlic acid 2-trifluoromethyl- 

benzylamide 



Trifluoroacetic acid (400 \jL) was added to 4-[5-(4-acetylamino-phenyl)-4-(2- 
trifluoromethyl-benzylcarbamoyl)^ acid tert-butyl ester 

and stirred at room temperature for 2h. The solvent was removed and crude product purified 




N-4 o 
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by flash chromatography (50 % EtOAc/hexanes) to provide titled compound (15 mg) as an 
off white solid in 47 % yield.. 

Example 494 

5^4-AcetylaminO"phenyl)-2-piperidin-4-vl-oxa2ole-4-carboxylic acid phenylamide 



A solution of 4-[5^4-acetylamino-phenyl)^^arboxy^xazol-2-yl]-piperidine-l-carboxylic 
acid tert-butyl ester in OT 3 CN:pyridme 4:1 (800 nL, 0.125M, 100 nmol) was added to a 2- 
dram reaction vial. A solution of 2-chIoro-l,3-dimethyIimidazolinium chloride (DMC) in 
CH 3 CN:pyridine 4:1 (800 ^iL, 0.25M, 200 nmol) was added followed by the addition of a 
solution of aniline in CH3CN (400 |nL, 0.25M, 100 \xmo\). Hie reaction was allowed to stand 
for 4 hours at room temperature. Solvent was removed. Methylene chloride (0.8 mL) was 
added and TFA (200 |uL) and allowed to stand for 4h. Solvent was removed and diluted with 
DMSO (800 jil) and submitted for purification. 

HPLC Retention time = 0.55 min; 

Mass Spectrum (ES+, m/z) 405.35 (M+H) + 

Example 495 

5-(4rAcetvlaminO"phenvl)-2-piperidin-4-yl-oxazole-4-carboxylic acid methyl-phenylamide 
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The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.43 min; 

Mass Spectrum (ES+, m/z) 419.36 (M+Hf 



Example 496 

N-{4-r4^4-Methvl-pipcrid^ 




p 



The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.45 min; 

Mass Spectrum (ES+, m/z) 411.41 (M+H) + 



Example 497 

5^4-Acetylamino^henylV2-piperid acid mcihyW- 

methoxyphenylVamide 




The titled compound was prepared in analogous manner to Example 494. 
HPLC Retention time = 0.46 min; Mass Spectrum (ES+, m/z) 449 .39 (M+H) + 
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Example 498 

N-(4-{444-(2-Methoxy-phenyl)^^ 

phenyfl-acetamide 



The titled compound was prepared in analogous manner to Example 494. 
HPLC Retention time = 0.49 min; 
Mass Spectrum (ES+, m/z) 504.42 (M+H) + 

Example 499 

5-(4-AcetylamincHphenylV2-piperidin"4-vl-oxazole-4-carboxylic acid (3-ethoxy-phenyl)- 

amide 





The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.53 min; 

Mass Spectrum (ES+, m/z) 449.39 (M+H) + 
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Example 500 

5-(4-Acetylamino-phenyl>^ acid 1-naphthyl amide 




Hie titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.64 min; 

Mass Spectrum (ES+, mix) 455.37 (M+H) + 

Example 501 

5-f4-Acetylamino-phenylV2-piperidin-4"yl"Oxazole-4-carboxylic acid (2-methoxy-phenyD- 

amide 




I 

H 3 C 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.63 min; 

Mass Spectrum (ES+, m/z) 435.37 (M+H) + 
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Example 502 

5^4-Acetylammo-phenyiy2^^ acid (2,3-dihydro- 

benzof 1 ,41dioxin-6-yl)-amide 




The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.55 min; 

Mass Spectrum (ES+, m/z) 463.37 (M+H) + 

Example 503 

5-(4-Acetylamino-phenvl)-2-piperidin-4-yl-oxazole-4-carboxylic acid (5-methyHsoxazol-3 

yl)-amide 




The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.49 min; 

Mass Spectrum (ES+, m/z) 410.35 (M+H) + 
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Example 504 

5-(4-Acetylamino-phenyl)-2»piperidin-4-vl-oxazole-4^arboxvlicacid biphenyl-2-ylamide 




The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.73 min; 

Mass Spectrum (ES+, m/z) 481.39 (M+H) + 

Example 505 

5-(4-Acetylamino-phenYn-2-piperidin-4-yl-oxazole-4-carboxylic acid allylamide 




The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.38 min; 

Mass Spectrum (ES+, m/z) 369.34 (M+H) + 
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Example 506 



5-(4-Acetylamino-phenvlV2-piperidin-4-yl-oxazole-4-carboxylic acid methyl-(4-chloro« 

phenyl)-amide 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.52 min; 

Mass Spectrum (ES+, m/z) 453.34 (M+H) + 

Example 507 

5-(4-Acetylamino-phenyl)-2-piperidin-4>yl-oxazole-4-carboxylic acid 2-methoxy- 

benzylamide 





The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.56 min; 

Mass Spectrum (ES+, m/z) 449.40 (M+H) + 
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Example 508 

N-{4-r4-(3.4-Dihydro-2HKii^ 

acetamide 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.50 min; 

Mass Spectrum (ES+, m/z) 445.38 (M+H) + 

Example 509 
5^4-Acetylamino-phenylV2-piperidin^-yl-^^ 

phenyD-amide 





The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.68 min; 

Mass Spectrum (ES+, m/z) 449.38 (M+H) + 
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Example 510 

5-f4-Acetvlamino-phenvlV2»piperidin-4»yl-oxazole-4-carboxvlic acid (4-methoxy-phenyQ- 

amide 




The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.55 min; 

Mass Spectrum (ES+, m/z) 435.37 (M+H) + 



Example 511 
5-(4-acetylamino-phenyl>2-piperidin-4-yl^ 

3-yl)-atnide 




The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.79 min; 

Mass Spectrum (ES+, m/z) 511.51 (M+H) + 
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Example 512 

5-(4-Aretylammo-ph^ acid (3-ethylsulfanyl- 

phenylVamide 



CH 3 

The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.65 min; 

Mass Spectrum (ES+, m/z) 451.35 (M+H) + 

Example 513 
N-(4-{4-r4-Phenylpipeiraine-l^arbon^ 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.52 min; 

Mass Spectrum (ES+, m/z) 474.42 (M+H) + 

Example 514 

N-(4-r4-(2,5-dihydro-pyrrole-l^ 
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The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time » 0.33 min; 

Mass Spectrum (ES+, m/z) 381.34 (M+H) + 

Example 515 

N-(4-(2-Piperidm^-yM-r4^3-trifluoro 

phenyfl-acetamide 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.68 min; 

Mass Spectrum (ES+, m/z) 542.42 (M+H) + 

Example 516 

5'(4-Acetylamino-phenyl)>2-piperidin-4-yl-oxazole-4-carboxylic acid (3-methoxy-5- 

trifluoromethyI-phenyl)-amide 




F 




The titled compound was prepared in analogous manner to Example 494. 
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HPLC Retention time = 0.73 min; 

Mass Spectrum (ES+, m/z) 503.50 (M+H) + 

Example 517 

5-(4-Acetvlamino-phenyl)-2-piperidm-^yl-oxazole-4^arboxylic acid (3-benzyloxy-phenvlV 

amide 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.76 min; 

Mass Spectrum (ES+, m/z) 511.56 (M+H) + 

Example 518 

5-(4-Ace1ylamino-phenyl>2-piperidin-4-yl-oxazole"4-carboxylic acid (3,5-bis- 
trifluorometbyl-phenylVamide 





Hie titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.83 min; 




• 
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Mass Spectrum (ES+, m/z) 541.46 (M+H) + 

Example 519 

5-(4>acetylamino-phenylV2-piperidin-4-yl-<)xa2ole-4-carboxylic acid 3,5-bis-trifluoromethyl- 

benzylamide 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.75 min; 

Mass Spectrum (ES+, m/z) 555.53 (M+H) + 

Example 520 

5-(4-AcetylaminO'phenyl)-2-piperidin-4-yl-oxazole"4-carboxylic acid (2-acetyl-phenyl)- 

amide 





The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.61 min; 

Mass Spectrum (ES+, m/z) 447.37 (M+H) + 
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Example 521 

5-(4-Acetylamino-phenvn-2--piperidin-4-vl-oxazole-4--carboxvlic acid (2-ethylsulfanyl- 

phenyD-amide 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.65 min; 

Mass Spectrum (ES+, m/z) 450.35 (M+H) + 



Example 522 

5--(4-Acetylamino-phenyl)-2-piperidin-4-yl"Oxazole-4--carfaoxylic acid benzyl amide 





The titled compound was prepared in analogous manner to Example 494, 



HPLC Retention time = 0.54 min; 

Mass Spectrum (ES+, m/z) 419.36 (M+H) + 
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Example 523 

N-{4-r2-Piperidin-4-yM-(thiomoro^ 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.37 min; 

Mass Spectrum (ES+, m/z) 415.34 (M+H) + 

Example 524 

5>(4-Acetylamino-phenvlV2-piperidin-4-yl-oxazole-4"Carboxylic acid (1,3-dihydro- 
isobenzofuran-5-ylmethyl)-amide 





The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.54 min; 

Mass Spectrum (ES+, m/z) 463.37 (M+H) + 
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Example 525 

5-f4"AcetylaminO'phenvn-2-piperidin-4-vl-oxazole-4'Carboxvlic acid benzorh31dioxol-5-yl- 

ethvl-amide 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.50 min; 

Mass Spectrum (ES+, m/z) 477.38 (M+H) + 

Example 526 

5-(4-Acetylamino-phenylV2-piperidin-4-yl-oxazole-4-carboxylic acid (2-benzyl-phenyl)- 

amide 





The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.73 min; 

Mass Spectrum (ES+, m/z) 495.57 (M+H) + 
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Example 527 

5-(4-AceMamino-phenyl)-2-piperidin-4-vl-oxa2ole-4-carboxylic acid (4-methyl-phenyl)- 

amide 




CH 3 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.62 min; 

Mass Spectrum (ES+, m/z) 419.38 (M+H) + 



Example 528 

5-(4-Acetylamino-phenylV2-piperidin-4>vl-<)xazole-4-carboxylicacid (2,5-dimethoxv- 

phenylVamide 




The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.63 min; 

Mass Spectrum (ES+, m/z) 465.39 (M+H) + 
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Example 529 

5-f4-Acetvlamino-pheDvl)-2-piperidin^vl-oxa2ole-4-carboxvIic acid biphenyl-4-ylamide 




The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.75 min; 

Mass Spectrum (ES+, m/z) 481.41 (M+H) + 

Example 530 

5-(4-AcetYlamino-phenyl>-2-piperidin-4-yl-oxa2ole-4--carboxvlic acid 2,6-dimethoxy- 

benzylamide 




The titled compound was prepared in analogous manner to Example 494. 



HPLC Retention time = 0.59 min; 

Mass Spectrum (ES+, m/z) 479.39 (M+H) + 
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Example 531 

5-(4-Aetylamino-phenYlV2-piperidin-4-vl-oxazole-4-carboxvlic acid (4-piperidin-l-yl- 

phenyD-amide 



The titled compound was prepared in analogous manner to Example 494. 

HPLC Retention time = 0.33 min; 

Mass Spectrum (ES+, m/z) 488.41 (M+H) + 



Example 532 

5"(4-Acetylamino-phenyl)-2-phenyl-oxazole-4'Carboxylic acid (2-methoxy-ethyl)-amide 



A solution of 5-(4-acetylamino-phenyl)-2-phenyl-oxazole-4-carbo?^lic acid in 
CH 3 CN:pyridine 4:1 (800 |iL, 0.125M, 100 jxmol) was added to a 2-dram reaction vial. A 
solution of 2-cMoro-l,3Klimethylimida2olinium chloride (DMC) in CH 3 CN:pyridine 4:1 (800 
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jaL, 0.25M, 200 ^imol) was added followed by the addition of a solution of 2-(4-methoxy- 
phenyl)-ethyl amine in CH 3 CN (400 \£L> 0.25M, 100 nmol). Tlie reaction was allowed to 
stand for 4 hours at room temperature. The solvent was removed in vacuo and the crude 
material submitted for HPLC purification. 

HPLC Rt = 0.99 min. 

Mass Spectrum (ES+, m/z) : 380.22 (M+H) + 

Example 533 
Ar-{444-(Morpholine^^arbonylV2-phenyl-oxa^ 



The titled compound was prepared in analogous manner to Example 532. 
HPLC Rt= 0.85 min. 

Mass Spectrum (ES+, m/z) : 392.21 (M+H) + 

Example 534 

5-(4-Acetvlamino-»phenvl)-2-phenvl"Oxazole-4-carboxylic acid (3-morpholm-4-yl-propyl)- 

amide. 
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Hie titled compound was prepared in analogous manner to Example 532. 
HPLCRt=0.62 min. 

Mass Spectrum (ES+, m/z) : 449.27 (M+H) + 



Example 535 

iV L (4"r2-PhenyM^pwolidme-l-carbonYn-oxazol-5-vl1-phenyl>-acetamide. 



The titled compound was prepared in analogous manner to Example 532. 
HPLCRt = 0.94 min. 

Mass Spectrum (ES+, m/z) : 376.23 (M+H) + 



Example 536 

jf-(4-r4-(2,6-Dimethyl-mon)hofo 





The titled compound was prepared in analogous manner to Example 532. 
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HPLCRt = 0.98 min 

Mass Spectrum (ES+, m/z) : 420.23 (M+H) + 



Example 537 

AT-{4-r2-PhenyM-fthiazolid^ 



The titled compound was prepared in analogous manner to Example 532. 
HPLC Rt = 1.02 min. 

Mass Spectrum (ES+, m/z) : 394.47 (M+H) + 



Example 538 

5-f4-Acetvlamino-phenvl>2-phenvl-oxazole-4-carboxylic acid (4-methyl-thiazol-2-yD- 

amide. 
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The titled compound was prepared in analogous manner to Example 532. 
HPLCRt= 1.25 min. 

Mass Spectrum (ES+, m/z) : 419.18 (M+H) + 



Example 539 

5'(4-Acetvlamino-phenylV2'phenvl"Oxazole-4-carboxvlic acid cyclobutylamide 



The titled compound was prepared in analogous manner to Example 532. 
HPLCRt= 1.17 min. 

Mass Spectrum (ES+, m/z) : 376.24 (M+H) + 



Example 540 

5-(4'AcetyIamino-phenvlV2-phenvl-oxazole-4-carboxylic acid (tetrahydro-furan-2- 

ylmethyp-amide 
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The titled compound was prepared in analogous manner to Example 532. 
HPLCRt=1.06 min. 

Mass Spectrum (ES+, m/z) : 406.23 (M+H) + 

Example 541 

5-(4-Acetylammo-phenylV2"phenyl-oxazole-4"Carboxylic acid (3-imidazol-l-yl-propyD- 

amide 




The titled compound was prepared in analogous manner to Example 532. 



HPLCRt=0.63 min. 

Mass Spectrum (ES+, m/z) : 430.20 (M+H) + 



Example 542 

5-(4-Acetylamino-phenyn-2-phenyl-oxazole-4-carboxylic acid propylamide 
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The titled compound was prepared in analogous manner to Example 532. 
HPLCRt=1.13min 

Mass Spectrum (ES+, m/z) : 364.24 (M+H) + 

Example 543 

5-(4-Acetylamino-phenyl)-2'PhenYl-oxazole-4-carboxylic acid (pyridin-4-vlmethylVamide 



The titled compound was prepared in analogous manner to Example 532. 
HPLC Rt = 0.66 min. 

Mass Spectrum (ES+, m/z) : 413.20 (M+H) + 

Example 544 

5-(4-Acetylamino-phenyl)-2-phenYl-oxazole-4-carboxylic acid (3-methyl-isoxazol-5-yl)- 

amide 





H 3 c 
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The titled compound was prepared in analogous manner to Example 532. 
HPLC Rt = 1.18 min. 

Mass Spectrum (ES+, m/z) : 403.22 (M+H) + 



Example 545 

5"(4-Acetylamino-phenylV2-phenvl-oxazole-4-carboxylic acid ( 1 -methyl- lff-benzoimidazol- 

2-yD-amide 




The titled compound was prepared in analogous manner to Example 532. 
HPLC Rt = 0.97 min. 

Mass Spectrum (ES+, m/z) : 452.22 (M+H) + 

Example 546 

5"(4-AcetyIamino-phenyn-2-phenyl-oxazole-4-carboxylic acid pyridin-2-ylamide 




The titled compound was prepared in analogous manner to Example 532. 
HPLCRt= 1.19 min. 
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Mass Spectrum (ES+, m/z) : 399.21 (M+H) + 

Example 547 

5-(4-Acetylamino-phenvlV2-phenvl-oxazole-4-carboxYlic acid (3-pyirolidin-l-yl-propvr)- 

amide 



Triethylamine (7.4 ml, 5.4 g, 53 mmol) was added to a suspension of glycine ethyl 
ester hydrochloride (3.3 g, 23.6 mmol) in dichloromethane (50 ml). The reaction mixture 
was then cooled to 0°C. A solution of 4-fer/-butyIbenzoyl chloride (4.64 g, 23.9 mmol) in 
dichloromethane (5 ml) was added dropwise to the cooled mixture and the solution was 




The titled compound was prepared in analogous manner to Example 532. 



HPLCRt = 0.65 min. 

Mass Spectrum (ES+, m/z) : 433.27 (M+H)' 



Reference Examples 



Reference Example 1 



Ethyl r(4-fe^butylbenzoyl)amino1acetate 
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stirred for 2 hours at 0°C. At the end of this time, the reaction mixture was poured ijito 
dichloromethane (100 ml), extracted with water and brine and dried over magnesium sulfate. 
Removal of the solvent in vacuo yielded a crude residue that was purified via flash 
chromatography (2:1 hexanesiethyl acetate) to afford the title compound as a yellow oil (5.91 
g, 95%). 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCb) 8 ppm: 

7.75 (doublet, J = 10 Hz, 2H); 

7.45 (doublet, J = 10 Hz, 2H); 

6.68 (singlet, 1H); 

4.26 (quartet, 2H); 

4.24 (doublet, 2H); 

1.32 (singlet, 9H); 

1.30 (triplet, 3H). 

HPLC: Retention time = 1.07 min. 

Mass Spectrum (ES+, m/z): 264 (M+H) + . 

Reference Example 2 
Ethyl r(biphenvl-2-carbonyl)amino1acetate 

The title compound was prepared from biphenyl-2-carbonyl chloride in a manner 
analogous to Reference Example 1 above. 
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^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 ppm: 

7.72 (doublet of doublets, Jj = 8 Hz, J 2 = 2 Hz, 1H); 

7.50 (multiplet, 1H); 

7.41 (multiplet, 7H); 

5.85 (singlet, 1H); 

4.12 (quartet, 2H); 

3.95 (doublet, 2H); 

1.23 (triplet, 3H). 

HPLC: Retention time = 0.93 min. 
Mass Spectrum (ES+, m/z): 284 (M+H) + . 



Ethyl [(4-te^butylbenzoyl)amino)]acetate (5.85 g, 22.2 mmol), prepared as described 
in Reference Example 1 above, was dissolved in tetrahydrofuran (80 ml). Lawesson's 
reagent (5.39 g, 13.3 mmol) was added to the reaction mixture and the resulting mixture was 
heated to reflux for 1 hour. At the end of this time, the reaction mixture was cooled to room 
temperature, concentrated in vacuo and applied to a flash column. Elution with a mixture of 
3:1 hexanes:ethyl acetate afforded the title compound as a yellow oil (5.70 g, 92%). 



Reference Example 3 



Ethyl r(4-ter/-butvlthiobenzoyl)amino1acetate 



^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI3) 5 ppm: 
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8.11 (singlet, 1H); 

7.77 (doublet, J =10 Hz, 2H); 
7.42 (doublet, J = 10 Hz, 2H); 
4.57 (doublet, 2H); 
4.30 (quartet, 2H); 
1.32 (singlet, 9H); 
1.32 (triplet, 3H). 

HPLC: Retention time = 1.31 min. 
Mass Spectrum (ES+, m/z): 280 (M+H) + . 

Reference Example 4 
Ethyl ffl)iphenyl-2-carbothioyl)amino1acetate 

The title compound was prepared from ethyl [(biphenyl-2-carbonyl)amino]acetate, 
prepared as described in Reference Example 2 above, in a manner analogous to Reference 
Example 3 above. 

. ^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI3) 8 ppm: 
7.80 (doublet of doublets, Ji = 8 Hz, J 2 = 2 Hz, 1H); 
7.46 (multiplet, 3H); 
7.35 (multiplet, 7H); 
4.17 (doublet, J = 6 Hz, 1H); 

4.12 (quartet, 2H); 
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122 (triplet, 3H). 



HPLC: Retention time =1.18 rain. 



Mass Spectrum (ES+, m/z): 300 (M+H) + - 



Reference Example 5 



Ethyl (thinhfin7oy1aTnino)ar,e,tatfi 



The title compound was prepared from ethyl (benzoylamino)acetate (purchased from 
Research Plus, Inc) in a manner analogous to Reference Example 3 above. 



^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCb) 8 ppm: 
8.15 (singlet, 1H); 

7.83 (doublet of doublets, Ji - 6 Hz, h - 2 Hz, 2H); 

7.49 (multiplet, 1H); 

7.41 (multiplet, 2H); 

4.56 (doublet, J = 4 Hz, 2H); 

4.33 (quartet, 2H); 

1.34 (triplet, 3H). 

HPLC: Retention time = 0.98 min. 
Mass Spectrum (ES+, m/z): 224 (M+H) + . 



Ethyl [[[1 -(4-tert-hiitylpheny1)-1 -mpithylsulfany1]mP!thy1idftnft]amino]acfitat P t 



Reference Example 6 
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Ethyl [(4-fm-butylthiobenzoyl)amino]acetate (5.69 g, 20.4 mmol), prepared as 
described in Reference Example 3 above, was dissolved in dichloromethane (75 ml) and the 
reaction was cooled to -78°C. Trimethyloxonium tetrafluoroborate (3.20 g, 21.6 mmol) was 
added in one portion and the reaction mixture was allowed to warm to 0°C. Stirring was 
continued for an additional 3 hours. At the end of this time, the reaction mixture was poured 
into dichloromethane (75 ml) and extracted with sodium hydrogencarbonate (x2) and brine 
and then dried over magnesium sulfate. Removal of the solvent in vacuo afforded the title 
compound as a yellow oil (5.75 g, 96%) as a 2:1 mixture of isomers. 

Major isomer: 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 8 ppm: 

7.42 (doublet, J = 10Hz, 2H); 

7.22 (doublet, J =10 Hz, 2H); 

4,20 (quartet, 2H); 

4.18 (singlet, 2H); 

2.48 (singlet, 3H); 

1.33 (singlet, 9H); 

1.27 (triplet, 3H). 

HPLC: Retention time = 0.89 min. 

Minor isomer: 

l H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI3) 8 ppm: 
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7.48 (doublet, J = 10Hz, 2H); 

7.25 (doublet, J = 10 Hz, 2H); 
4.45 (singlet, 2H); 

4.26 (quartet, 2H); 
2.18 (singlet, 3H); 
1.32 (triplet, 3H); 
1.32 (singlet, 9H). 

HPLC: Retention time = 0.83 min. 
Mass Spectrum (ES+, m/z): 294 (M+H) + . 

Reference Example 7 
Ethyl rfri-n?iphenvl-2-vl)-l-methvlsulfanvnmethylidene1amino1acetate 

The title compound was prepared as a 3: 1 mixture of isomers from ethyl [(biphenyl-2- 
carbothioyl)amino]acetate, prepared as described in Reference Example 4 above, in a manner 
analogous to Reference Example 6 above. 

Major isomer: 

'H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDC1 3 ) 5 ppm: 

7.40 (multiplet, 9H); 

4.05 (quartet of doublets, 2H); 

3.78 (doublet, J =17 Hz, 1H); 

3.55 (doublet, J =17 Hz, 1H); 
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2.42 (singlet, 3H); 

1.19 (triplet, 3H). 

HPLC: Retention time » 0.93 min. 

Minor isomer: 

! H-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCU) 5 ppm: 

7.40 (multiplet, 9H); 

4.26 (quartet, 2H); 

4.25 (singlet, 2H); 

1.58 (singlet, 3H); 

1.34 (triplet, 3H). 

HPLC: Retention time = 0.8 1 min. 
Mass Spectrum (ES+, m/z): 314 (M+H) + . 

Reference Example 8 
Ethyl IT( 1 -methylsulfanyl- 1 -phenyDmethylidenelaminolacetate 

The title compound was prepared as a 3:2 mixture of isomers from ethyl 
(thiobenzoylamino)acetate, prepared as described in Reference Example 5 above, in a manner 
analogous to Reference Example 6 above. 

Major isomer: 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCI3) 5 ppm: 
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7.54 (multiple!, 1H); 

7.40 (multiplet, 3H); 

7.28 (multiplet, 1H); 

4.18 (quartet, 4H); 

4.14 (singlet, 2H); 

2.48 (singlet, 3H); 

1.25 (triplet, 3H). 

HPLC: Retention time = 0.55 min. 

Minor isomer: 

^-Nuclear Magnetic Resonance Spectrum (300 MHz, CDCb) 5 ppm: 

7.54 (multiplet, 1H); 

7.40 (multiplet, 3H); 

7.28 (multiplet, 1H); 

4.45 (singlet, 2H); 

4.25 (quartet, 2H); 

2.13 (singlet, 3H); 

1.30 (triplet, 3H). 

HPLC: Retention time = 0.43 min. 

Mass Spectrum (ES+, m/z): 238 (M+H) + . 
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Formulation Examples 



A pharmaceutical preparation containing a compound of the present invention having 
the above formula (I), or a pharmacologically acceptable salt thereof as its active ingredient 
can be produced according to, for example, the following methods. 



5 g of the compound of Example 26, 895 g of lactose and 100 g of corn starch were 
mixed in a blender to provide the desired powder. 



5 g of the compound of Example 95, 865 g of lactose and 100 g of low- substituted 
hydroxypropylcellulose were mixed, 300 g of a 10% aqueous hydroxypropyl cellulose 
solution were added to the resulting mixture, and this was then kneaded. The product thus 
obtained was then granulated using an extrusion granulating machine and dried to provide the 
desired granules. 



5 g of the compound of Example 114, 115 g of lactose, 58 g of corn starch and 
2 g of magnesium stearate were mixed using a V-shaped mixer, no. 3 capsules were chosen 
and then each of said no. 3 capsules was filled with 180 mg of the resulting mixture to 
provide the desired capsules. 



Formulation Example 1 
Powder 



Fonnulation Example 2 
Granules 



Preparation Example 3 
Capsules 
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Preparation Example 4 



Tablets 

5 g of the compound of Example 192, 90 g of lactose, 34 g of corn starch, 20 g of 
crystalline cellulose and 1 g of magnesium stearate were mixed in a blender, and the resulting 
mixture was then formed into tablets with a tablet machine to provide the desired tablets. 

Test Examples 

The biological activity of the compounds of the present invention is illustrated by the 
following Test Examples. 



Measurement of Inhibition of IL-4 Production in vitro and of Cellular Viability 

1. Reagents 

Anti-mouse CD3 antibodies were purchased from Pharmingen. Mouse IL-4 
(Interleukin-4) ELISA (enzyme linked immunosorbent assay) kit was purchased from 
Genzyme Techne Inc. RPMI-1640 medium, penicillin, and streptomycin were purchased 
from Life Technologies, Inc. 

2. Cell Lines 



Test Example 1 



Mouse Th2 clone D10.G4.1 cells [obtainable from the American Type Culture 
Collection (ATCC No. TIB-224)] were kindly provided by Dr. Nariuchi (Institute of Medical 
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Science, University of Tokyo). The cells were maintained in RPMI-1640 medium 
supplemented with 10% fetal bovine serum (Cansera International Inc., Canada), 100 
units/ml of penicillin, and 100 g/ml of streptomycin, in a humidified atmosphere of 5% CO2 
at37°C. 

3. Cytokine Production 

2.5 x 10 4 D10.G4.1 cells were cultured in each well of a 96-well flat-bottomed plate 
(Corning Costar Inc.), each well being coated with immobilized anti-mouse CD3 antibody at 
0.4 g/well in the absence or presence of compounds. 24 h after incubation, the amounts of 
IL-4 produced by the cells and secreted into the supernatant were measured by mouse EL-4 
ELISA kit. The absorbance at 450 nm was measured by microplate reader (MODEL 3550, 
Bio-Rad laboratories). The amounts of IL-4 were calculated as a percentage of IL-4 
production relative to the untreated control cells (percentage of control). By measuring the 
percentage inhibition at different test compound concentrations, the IC 50 values for the test 
compounds were determined. 

4. Cellular Viability 

1.5 x 10 4 Jurkat cells were cultured with graded concentrations of the test compounds 
in 96-well flat-bottomed plates containing 200 jd of growth medium. After incubating at 
room temperature for 24 hours, 50 \xl of phosphate buffer solution containing XTT [2,3-bis(2- 
methoxy-4-nitro-5-sulfophenyl>^ at lmg/ml and PMS 

(phenazine methosulfate) at 7.5 ^g/ml were added to each well of the 96-well flat-bottomed 
plate. After incubation for 6 hours at room temperature, the absorbance at 450 nm was 
measured by microplate reader. The cell viability was measured at each concentration of test 



• 
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compound as a percentage of the control containing no test compound. IC50 values were 
determined by plotting the logarithm of the compound concentrations against the percentage 
cell viability. 

Hie activity in inhibiting IL-4 production and the cellular viability for the compounds 
of the present invention were compared with those for the closest prior art compound 
disclosed in WO-A-99/33827, the structure of which is as follows: 




Compound A 



The results obtained are shown in Tables 1 to 3 below. 
Table 1 



Example No. 


Inhibition of EL-4 
Production, IC50 0-iM) 


Cellular Viability, 
ICso(MM) 


26 


<2.0 


>50 


95 


2.0 


>50 


105 


3.8 


>50 


114 


<2.0 


50 


122 


3.7 


>50 


123 


3.7 


>50 


129 


2.0 


32 


131 


3.3 


>50 


132 


2.7 


>50 


279 


4.1 


>50 


Compound A 


3.8 


>50 
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Table 2 



Example No. 


Inhibition of IL-4 
Production, ICso (uM) 


Cellular Viability, 
IC5o(nM) 


192 


<2.0 


>50 


277 


<2.0 


>50 


285 


<2.0 


>50 


Compound A 


<2.0 


>50 



Table 3 



Example No. 


Inhibition of IL-4 
Production, ICso (pM) 


Cellular Viability, 
ICso(mM) 


310 


22 


>50 


Compound A 


2.5 


>50 
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It will be immediately apparent from the results above that the compounds of the 
present invention show excellent activity in inhibiting IL-4 production as well as low toxicity. 
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WHAT IS CLAIMED IS ; 
1 . A compound of formula (I): 




.0, 



wherein: 

X represents a substituent selected from the group consisting of phenyl groups, heteroaryl 
groups defined below and heterocyclyl groups defined below, said substituent X being 
substituted with at least one of substituents R 1 defined below and optionally further being 
substituted with at least one of Substituents p defined below, said heteroaiyl groups and 
heterocyclyl groups optionally further being fused with an aryl group defined below or 
X represents a pyridine group or a pyrimidine group; 

Y represents a substituent selected from the group consisting of phenyl groups, heteroaryl 
groups defined below and heterocyclyl groups defined below, said substituent Y optionally 
being substituted with from 1 to 5 substituents R 3 defined below, said heteroaryl groups and 
heterocyclyl groups optionally further being fused with an aryl group defined below; 

R 1 represents a nitro group or a group of formula -NR 4 R 5 wherein R 4 and R 5 are the same or 
different and each is selected from the group consisting of hydrogen atoms, lower alkyl 
groups defined below, alkoxy groups defined below, alkylcarbonyl groups defined below 
which are unsubstituted or are substituted with at least one substituent selected from 
Substituents e defined below, aryl groups defined below, arylcarbonyl groups defined below 
which are unsubstituted or are substituted with at least one substituent selected from 
Substituents 6 defined below, heteroarylcarbonyl groups defined below, cycloalkylcarbonyl 
groups defined below and alkenylcarbonyl groups defined below which are unsubstituted or 
are substituted with aryl group(s); 
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R 2 represents a substituent selected from the group consisting of hydroxy groups, alkoxy 
groups defined below and groups of formula -NR^ 7 wherein R 6 and R 7 are the same or 
different and each is selected from the group consisting of: 
hydrogen atoms; 

lower alkyl groups defined below which are unsubstituted or are substituted with at least one 
substituent selected from Substituents a defined below; 
lower alkenyl groups defined below; 

cycloalkyl groups defined below which are unsubstituted or are substituted with at 
least one lower alkyl group defined below, said cycloalkyl groups optionally being fused with 
an aryl group as defined below; 

groups of formula -NR 4 R 5 wherein R 4 and R 5 are as defined above; 

aryl groups defined below which are unsubstituted or are substituted with at least one 
substituent selected from Substituents P defined below; 

aralkyl groups defined below which are unsubstituted or are substituted with at least 
one substituent selected from the group consisting of alkoxy groups defined below and 
haloalkyl groups defined below; 

diarylalkyl groups defined below; 

heterocyclyl groups defined below which are attached to the nitrogen atom of the 
group -NR^ 7 via a ring carbon atom thereof and which are unsubstituted or are substituted 
with at least one substituent selected from Substituents y defined below, said heterocyclyl 
groups further optionally being fused with an aryl group or cycloalkyl group defined below; 
and 

heteroaryl groups defined below which are attached to the nitrogen atom of the group 
-NR^ 7 via a ring carbon atom thereof and which are unsubstituted or are substituted with at 
least one substituent selected from Substituents y defined below, or 

R 6 and R 7 together with the nitrogen atom to which they are attached represent a 
heterocyclyl group defined below or a heteroaryl group defined below, said groups being 
unsubstituted or substituted with at least one substituent selected from the group consisting of 

lower alkyl groups which are unsubstituted or are substituted with at least one 
substituent selected from the group consisting of groups of formula -NR 4 R 5 wherein R 4 and 
R 5 are as defined above and heterocyclyl groups defined below, 

aryl groups defined below which are unsubstituted or are substituted with at 
least one substituent selected from Substituents 5 defined below, 

aralkyl groups defined below, 

carboxy groups, and 
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alkoxycarbonyl groups defined below, 
said heterocyclyl and heteroaryl groups further optionally being fused with an aryl 
group defined below; 

R 3 represents a substituent selected from the group consisting of lower alkyl groups defined 
below, alkoxy groups defined below, alkylthio groups defined below, haloalkyl groups 
defined below, halogen atoms, alkylcarbonyl groups defined below, aryl groups defined 
below which are unsubstituted or are substituted with at least one alkoxy group defined 
below, aralkyl groups defined below, aralkyloxy groups defined below, heterocyclyl groups 
defined below and heteroaryl groups defined below; and 

Substituents a are selected from the group consisting of alkoxy groups defined below, 
cycloalkyl groups defined below, arylamino groups defined below, heterocyclyl groups 
defined below which are unsubstituted or are substituted with at least one lower alkyl group 
defined below, and heteroaryl groups defined below which are unsubstituted or are 
substituted with at least one substituent selected from the group consisting of lower alkyl 
groups defined below and alkoxycarbonyl groups defined below; 

Substituents (3 are selected from the group consisting of lower alkyl groups defined below, 
alkoxy groups defined below, alkylthio groups defined below, haloalkyl groups defined 
below, halogen atoms, alkylcarbonyl groups defined below, aryl groups defined below which 
are unsubstituted or are substituted with at least one alkoxy group defined below, aralkyl 
groups defined below, aralkyloxy groups defined below, heterocyclyl groups defined below 
and heteroaryl groups defined below; 

Substituents y are selected from the group consisting of lower alkyl groups defined below, 
carboxy groups and alkoxycarbonyl groups defined below; 

Substituents 8 are selected from the group consisting of lower alkyl groups defined below, 
haloalkyl groups defined below and alkoxy groups defined below; 

or a pharmacologically acceptable salt thereof. 
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2. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein X represents a phenyl group which is substituted with one of substituents 
R 1 or X represents a pyridine group or a pyrimidine group. 

3. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein X represents a phenyl group which is substituted with one of substituents 
R 1 , wherein R 1 is selected from the group consisting of nitro groups and groups of formula - 
NR 4 R 5 wherein R 4 and R 5 are the same or different and each is selected from the group 
consisting of hydrogen atoms, alkyl groups having from 1 to 4 carbon atoms, alkylcarbonyl 
groups the alkyl moiety thereof having from 1 to 4 carbon atoms and aryl groups having from 
6 to 10 carbon atoms or X represents a pyridine group. 

4. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein X represents a phenyl group which is substituted with a group of formula - 
NR 4 R 5 wherein R 4 and R 5 are the same or different and each is selected from the group 
consisting of hydrogen atoms, methyl groups, ethyl groups, acetyl groups and phenyl groups 
or X represents a pyridine group. 

5. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein X represents a phenyl group which is substituted with a substituent selected 
from the group consisting of amino, methylamino, dimethylamino and acetylamino groups or 
X represents a pyridine group. 

6. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein X is selected from the group consisting of 4-aminophenyl, 4-acetylamino 
and 4-dimethylamino groups. 

7. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein Y represents a phenyl group which is optionally substituted with one or 2 of 
substituents R 3 . 

8. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein Y represents a phenyl group which is optionally substituted with 1 or 2 
substituents selected from the group consisting of alkyl groups having from 1 to 4 carbon 
atoms, haloalkyl groups having from 1 to 4 carbon atoms and phenyl groups. 
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9. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein Y represents a phenyl group which is substituted with a substituent selected 
from the group consisting of methyl, ethyl, tert-butyl and trifluoromethyl groups. 

10. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein Y represents a 4-tert-butylphenyl group or a 4-trifluoromethylphenyl group. 

11. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein R 2 is selected from the group consisting of hydroxy groups, alkoxy groups 
having from 1 to 6 carbon atoms and groups of formula -NR 6 R 7 wherein R 6 and R 7 are the 
same or different and each is selected from the group consisting of: 

hydrogen atoms; 

alkyl groups having from 1 to 6 carbon atoms which are optionally substituted with 1 
or 2 of Substituents a 1 defined below; 

alkenyl groups having from 2 to 4 carbon atoms; 

cycloalkyl groups having from 3 to 6 carbon atoms which are optionally substituted 
with an alkyl group having from 1 to 4 carbon atoms, said cycloalkyl groups optionally being 
fused with an aryl group having from 6 to 10 carbon atoms; 

groups of formula -NR 4 R 5 wherein R 4 and R 5 are the same or different and each is 
selected from the group consisting of hydrogen atoms and aryl groups having from 6 to 10 
carbon atoms; 

aryl groups having from 6 to 10 carbon atoms which are optionally substituted with 1 
or 2 of Substituents p 1 defined below and which are further optionally fused with a 4- to 7- 
membered heterocyclyl group having 1 or 2 heteroatoms selected from the group consisting 
of nitrogen, oxygen and sulfur atoms; 

alkyl groups having from 1 to 4 carbon atoms which are substituted with 1 or 2 aryl 
groups having from 6 to 10 carbon atoms, said aryl groups optionally being substituted with 1 
or 2 substituents selected from the group consisting of alkoxy groups having from 1 to 4 
carbon atoms and haloalkyl groups having from 1 to 4 carbon atoms, said aryl groups 
optionally being fused with a 4- to 7- membered heterocyclyl group having 1 or 2 
heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms; 

4- to 7- membered heterocyclyl groups having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen, oxygen and sulfur atoms, said heterocyclyl groups optionally 
being substituted with 1 or 2 of Substituents y 1 defined below; 




WO 02/064558 



PCTAJS02/04326 



433 



5- or 6- membered heteroaryl groups having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen, oxygen and sulfur atoms, said heteroaryl groups optionally 
being substituted with 1 or 2 of Substituents y 1 defined below and further optionally being 
fused with ah aryl group having from 6 to 10 carbon atoms; 

or R 6 and R 7 together with the nitrogen atom to which they are attached represent a 4- 
to 7-membered heterocyclyl group or a 5- or 6-membered heteroaryl group, said heterocyclyl 
and heteroaryl groups having 1 or 2 heteroatoms selected from the group consisting of 
nitrogen, oxygen and sulfur atoms, at least one of said heteroatoms being a nitrogen atom, 
said heterocyclyl and heteroaryl groups optionally being substituted with 1 or 2 substituents 
selected from the group consisting of 

alkyl groups having from 1 to 4 carbon atoms which are optionally substituted with 1 
or 2 substituents selected from the group consisting of groups of formula -NR 4 R 5 wherein R 4 
andR 5 are the same or different and each is selected from the group consisting of hydrogen 
atoms and alkyl groups having from 1 to 4 carbon atoms, and 4- to 7-membered heterocyclyl 
groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and 
sulfur atoms, 

aryl groups having from 6 to 10 carbon atoms which are optionally substituted with 1 
or 2 of Substituents 5 1 defined below, 

alkyl groups having from 1 to 4 carbon atoms which are substituted with an aryl 
group having from 6 to 10 carbon atoms, and 

alkoxycarbonyl groups wherein the alkoxy moiety has from 1 to 4 carbon atoms, 

said heterocyclyl and heteroaryl groups optionally being fused with an aryl group 
having from 6 to 10 carbon atoms; 

Substituents a 1 are selected from the group consisting of alkoxy groups having from 1 to 4 
carbon atoms, cycloalkyl groups having from 3 to 6 carbon atoms, 4- to 7-membered 
heterocyclyl groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, 
oxygen and sulfur atoms which are unsubstituted or are substituted with 1 or 2 alkyl groups 
having from 1 to 4 carbon atoms, and 5- or 6-membered heteroaryl groups having 1 or 2 
heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms which 
are unsubstituted or are substituted with 1 or 2 substituents selected from the group consisting 
of alkyl groups having from 1 to 4 carbon atoms and alkoxycarbonyl groups the alkoxy 
moiety thereof having from 1 to 4 carbon atoms; 
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Substituents p 1 are selected from the group consisting of alkyl groups having from 1 to 4 
carbon atoms, alkoxy groups having from 1 to 4 carbon atoms, alkylthio groups having from 
1 to 4 carbon atoms, haloalkyl groups having from 1 to 4 carbon atoms, halogen atoms, 
alkylcarbonyl groups the alkyl moiety thereof having from 1 to 4 carbon atoms, aryl groups 
having from 6 to 10 carbon atoms which are unsubstituted or are substituted with 1 or 2 
alkoxy groups having from 1 to 4 carbon atoms, alkyl groups having from 1 to 4 carbon 
atoms which are substituted with 1 or 2 aryl groups having from 6 to 10 carbon atoms, alkoxy 
groups having from 1 to 4 carbon atoms which are substituted with 1 or 2 aryl groups having 
from 6 to 10 carbon atoms, 4- to 7-membered heterocyclyl groups having 1 or 2 heteroatoms 
selected from the group consisting of nitrogen, oxygen and sulfur atoms and 5- or 6- 
membered heteroaryl groups having 1 or 2 heteroatoms selected from the group consisting of 
nitrogen, oxygen and sulfur atoms; 

Substituents y 1 are selected from the group consisting of alkyl groups having from 1 to 4 
carbon atoms, carboxy groups and alkoxycarbonyl groups the alkoxy moiety thereof having 
from 1 to 4 carbon atoms; 

Substituents 5 1 are selected from the group consisting of alkyl groups having from 1 to 4 
carbon atoms, alkoxy groups having from 1 to 4 carbon atoms and haloalkyl groups having 
from 1 to 4 carbon atoms. 

12. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein R 2 is selected from the group consisting of alkoxy groups having from 1 to 
4 carbon atoms and groups of formula -NR^ 7 wherein R 6 and R 7 are the same or different 
and each is selected from the group consisting of: 
hydrogen atoms; 

alkyl groups having from 1 to 6 carbon atoms which are optionally substituted with 1 
or 2 of Substituents a 2 defined below; 

alkenyl groups having from 2 to 4 carbon atoms; 

cycloalkyl groups having from 4 to 6 carbon atoms which are optionally substituted 
with an alkyl group having from 1 to 4 carbon atoms, said cycloalkyl groups optionally being 
fused with a phenyl group; 

groups of formula -^IR 4 R 5 wherein R 4 and R 5 are the same or different and each is 
selected from the group consisting of hydrogen atoms and phenyl groups; 
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aryl groups having from 6 to 10 carbon atoms which are optionally substituted with 1 
or 2 of Substituents p 2 defined below and which are further optionally fused with a 5- or 6- 
membered heterocyclyl group having 1 or 2 heteroatoms selected from the group consisting 
of nitrogen, oxygen and sulfur atoms; 

alkyl groups having from 1 to 4 carbon atoms which are substituted with 1 or 2 phenyl 
groups, said phenyl groups optionally being substituted with 1 or 2 substituents selected from 
the group consisting of alkoxy groups having from 1 to 4 carbon atoms and haloalkyl groups 
having from 1 to 4 carbon atoms, said phenyl groups optionally further being fused with a 5- 
or 6-membered heterocyclyl group having 1 or 2 heteroatoms selected from the group 
consisting of nitrogen, oxygen and sulfur atoms; 

5- or 6- membered heterocyclyl group having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen, oxygen and sulfur atoms, said heterocyclyl groups optionally 
being substituted with an alkoxycarbonyl group the alkoxy moiety thereof having from 1 to 4 
carbon atoms; 

5- or 6- membered heteroaryl groups having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen, oxygen and sulfur atoms, said heteroaryl groups optionally 
being substituted with 1 or 2 of Substituents defined below and further optionally being 
fused with a phenyl group; 

or R 6 and R 7 together with the nitrogen atom to which they are attached represent a 5- 
or 6-membered heterocyclyl or heteroaryl group, said heterocyclyl and heteroaryl groups 
having 1 or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur 
atoms, at least one of said heteroatoms being a nitrogen atom, said heterocyclyl and 
heteroaryl groups optionally being substituted with 1 or 2 substituents selected from the 
group consisting of 

alkyl groups having from 1 to 4 carbon atoms which are optionally substituted with a 
group of formula -NR 4 R 5 wherein R 4 and R 5 are the same or different and each is an alkyl 
group having from 1 to 4 carbon atoms, or a 5- or 6-membered heterocyclyl group having 1 
or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms, 

aryl groups having from 6 to 10 carbon atoms which are optionally substituted with a 
Substituent 8 2 defined below, 

alkyl groups having from 1 to 4 carbon atoms which are substituted with a phenyl 
group, and 

alkoxycarbonyl groups wherein the alkoxy moiety has from 1 to 4 carbon atoms, 
said heterocyclyl and heteroaryl groups optionally being fused with a phenyl group; 
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Substituents a are selected from the group consisting of alkoxy groups having from 1 to 4 
carbon atoms, cyclopropyl groups, cyclobutyl groups, 5- or 6-membered heterocyclyl groups 
having 1 or 2 heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur 
atoms which are unsubstituted or are substituted with an alkyl group having from 1 to 4 
carbon atoms, and 5- or 6-membered heteroaryl groups having 1 or 2 heteroatoms selected 
from the group consisting of nitrogen, oxygen and sulfur atoms which are unsubstituted or 
are substituted with 1 or 2 substituents selected from the group consisting of alkyl groups 
having from 1 to 4 carbon atoms and alkoxycarbonyl groups the alkoxy moiety thereof 
having from 1 to 4 carbon atoms; 

Substituents p 2 are selected from the group consisting of alkyl groups having from 1 to 4 
carbon atoms, alkoxy groups having from 1 to 4 carbon atoms, alkylthio groups having from 
1 to 4 carbon atoms, haloalkyl groups having from 1 to 4 carbon atoms, fluorine atoms, 
chlorine atoms, alkylcarbonyl groups the alkyl moiety thereof having from 1 to 4 carbon 
atoms, aryl groups having from 6 to 10 carbon atoms which are unsubstituted or are 
substituted with an alkoxy group having from 1 to 4 carbon atoms, alkyl groups having from 
1 to 4 carbon atoms which are substituted with a phenyl group, alkoxy groups having from 1 
to 4 carbon atoms which are substituted with a phenyl group and 5- or 6-membered 
heterocyclyl groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, 
oxygen and sulfur atoms; 

Substituents y 2 are selected from the group consisting of alkyl groups having from 1 to 4 
carbon atoms and alkoxycarbonyl groups the alkoxy moiety thereof having from 1 to 4 
carbon atoms; 

Substituents 8 1 are selected from the group consisting of alkoxy groups having from 1 to 4 
carbon atoms and haloalkyl groups having from 1 to 4 carbon atoms; 

13. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein R 2 is selected from the group consisting of alkoxy groups having from 1 to 
4 carbon atoms and groups of formula -NR 6 R 7 wherein R 6 and R 7 are the same or different 
and each is selected from the group consisting of: 
hydrogen atoms; 
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alkyl groups having from 1 to 6 carbon atoms which are optionally substituted with a 
Substituent a 3 defined below; 
allyl groups; 

cycloalkyl groups having from 4 to 6 carbon atoms which are optionally substituted 
with a methyl or ethyl group, said cycloalkyl groups optionally being fused with a phenyl 
group; 

phenylhydrazido groups; 

phenyl and naphthyl groups and phenyl groups which are optionally substituted with 
1 or 2 of Substituents p 3 defined below and which are further optionally fused with a 5- or 6- 
membered heterocyclyl group having 1 or 2 heteroatoms selected from the group consisting 
of nitrogen, oxygen and sulfur atoms; 

alkyl groups having from 1 to 3 carbon atoms which are substituted with 1 or 2 phenyl 
groups, and benzyl and phenethyl groups which are substituted with 1 or 2 substituents 
selected from the group consisting of alkoxy groups having from 1 to 4 carbon atoms and 
haloalkyl groups having from 1 to 4 carbon atoms, the phenyl groups of these aralkyl groups 
optionally further being fused with a 5- or 6-membered heterocyclyl group having 1 or 2 
heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms; 

5- or 6- membered heterocyclyl group having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen, oxygen and sulfur atoms, said heterocyclyl groups optionally 
being substituted with a methoxycarbonyl or ethoxycarbonyl group; 

5- or 6- membered heteroaryl groups having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen, oxygen and sulfur atoms, said heteroaryl groups optionally 
being substituted with 1 or 2 of Substituents y 2 defined above and further optionally being 
fused with a phenyl group; 

or R 6 and R 7 together with the nitrogen atom to which they are attached represent a 5- 
or 6-membered heteroaryl group having 1 or 2 heteroatoms selected from the group 
consisting of nitrogen, oxygen and sulfur atoms, at least one of said heteroatoms being a 
nitrogen atom, or a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms selected 
from the group consisting of nitrogen, oxygen and sulfur atoms, at least one of said 
heteroatoms being a nitrogen atom, said heterocyclyl group optionally being substituted with 
1 or 2 substituents selected from the group consisting of 

alkyl groups having from 1 to 4 carbon atoms which are optionally substituted with a 
group of formula -NR 4 R 5 wherein R 4 and R 5 are the same or different and each is a methyl or 
ethyl group, or a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms selected 
from the group consisting of nitrogen, oxygen and sulfur atoms, 
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phenyl groups which are optionally substituted with a Substitiient 8 2 defined above, 
benzyl groups, and 

methoxycarbonyl and ethoxycarbonyl groups, 

said heterocyclyl group optionally being fused with a phenyl group; 

Substituents a 3 are selected from the group consisting of methoxy groups, ethoxy groups, 
cyclopropyl groups, cyclobutyl groups, 5- or 6-membered heterocyclyl groups having 1 or 2 
heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms which 
are unsubstituted or are substituted with a methyl or ethyl group, and 5- or 6-membered 
heteroaryl groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, 
oxygen and sulfur atoms which are unsubstituted or are substituted with 1 or 2 substituents 
selected from the group consisting of alkyl groups having from 1 to 4 carbon atoms, 
methoxycarbonyl groups and ethoxycarbonyl groups; and 

Substituents (3 3 are selected from the group consisting of methyl groups, ethyl groups, 
methoxy groups, ethoxy groups, methylthio groups, ethylthio groups, methyl or ethyl groups 
which are substituted with from 1 to 3 fluorine or chlorine atoms, fluorine atoms, chlorine 
atoms, acetyl groups, propionyl groups, phenyl groups which are unsubstituted or are 
substituted with a methoxy or ethoxy group, benzyl groups, benzyloxy and 5- or 6-membered 
heterocyclyl groups having 1 or 2 heteroatoms selected from the group consisting of nitrogen, 
oxygen and sulfur atoms; 

14. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein R 2 is selected from the group consisting of methoxy groups, ethoxy groups 
and groups of formula -NRV wherein R 6 and R 7 are the same or different and each is 
selected from the group consisting of: 
hydrogen atoms; 

methyl, ethyl, 1-methylbutyl and 1-ethylpropyl groups, 
methyl, ethyl and propyl groups substituted with a Substituent a 4 defined below; 
allyl groups; 

cyclobutyl and cyclohexyi groups which are optionally substituted with a methyl 
group, said cyclobutyl and cyclohexyi groups optionally being fused with a phenyl group; 
phenylhydrazido groups; 

phenyl and naphthyl groups and phenyl groups which are optionally substituted with 
1 or 2 of Substituents p 4 defined below and which are further optionally fused with a 5- or 6- 
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membered heterocyclyl group having 1 or 2 heteroatoms selected from the group consisting 
of nitrogen and oxygen atoms; 

benzyl, diphenylmethyl and 3,3-diphenylpropyl groups, and benzyl and phenethyl 
groups which are substituted with 1 or 2 substituents selected from the group consisting of 
methoxy, ethoxy and trifluoromethyl groups, the phenyl groups of these aralkyl groups 
optionally further being fused with a 5- or 6-membered heterocyclyl group having 1 or 2 
heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur atoms; 

6- membered heterocyclyl groups having 1 or 2 heteroatoms selected from the group 
consisting of nitrogen and oxygen atoms, said heterocyclyl groups optionally being 
substituted with a methoxycarbonyl or ethoxycarbonyl group; 

5- or 6- membered heteroaryl groups having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen, oxygen and sulfur atoms, said heteroaryl groups optionally 
being substituted with 1 or 2 substituents selected from the group consisting of methyl, ethyl, 
methoxycarbonyl and ethoxycarbonyl groups and said heteroaryl groups further optionally 
being fused with a phenyl group; 

or R 6 and R 7 together with the nitrogen atom to which they are attached represent a 5- 
or 6-membered heteroaryl group having 1 or 2 heteroatoms selected from the group 
consisting of nitrogen, oxygen and sulfur atoms, at least one of said heteroatoms being a 
nitrogen atom, or a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms selected 
from the group consisting of nitrogen, oxygen and sulfur atoms, at least one of said 
heteroatoms being a nitrogen atom, said heterocyclyl group optionally being substituted with 
1 or 2 substituents selected from the group consisting of 

methyl and ethyl groups which are optionally substituted with a dimethylamino group 
or a 5- or 6-membered heterocyclyl group having 1 or 2 heteroatoms selected from the group 
consisting of nitrogen and oxygen atoms, 

phenyl groups which are optionally substituted with a substituent selected from the 
group consisting of methoxy, ethoxy and trifluoromethyl groups, 

benzyl groups, and 

methoxycarbonyl and ethoxycarbonyl groups, 

said heterocyclyl group optionally being fused with a phenyl group; 

Substituents a 4 are selected from the group consisting of methoxy groups, cyclopropyl 
groups, 5- or 6-membered heterocyclyl groups having 1 or 2 heteroatoms selected from the 
group consisting of nitrogen and oxygen atoms which are unsubstituted or are substituted 
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with a methyl group, and 5- or 6-membered heteroaryl groups having 1 or 2 heteroatoms 
selected from the group consisting of nitrogen and sulfur atoms which are unsubstituted or 
are substituted with 1 or 2 substituents selected from the group consisting of methyl groups 
and methoxycarbonyl groups; and 

Substituents p 4 are selected from the group consisting of methyl groups, methoxy groups, 
ethoxy groups, trifluoromethyl groups, methylthio groups, chlorine atoms, acetyl groups, 
phenyl groups which are unsubstituted or are substituted with a methoxy group, benzyl 
groups, benzyloxy groups and 5- or 6-membered heterocyclyl groups having 1 or 2 nitrogen 
heteroatoms. 

15, A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein R 2 is selected from the group consisting of ethoxy groups and groups of 
formula -NR 6 !*. 7 wherein R 6 and R 7 are the same or different and each is selected from the 
group consisting of: 

hydrogen atoms; 

methyl, ethyl, 1-methylbutyl and 1-ethylpropyl groups, 
2-methoxyethyl, cyclopropylmethyl, 3-(morpholin-4-yl)propyl, tetrahydrofuran-2-ylmethyl, 
2-(pyrroIidin-l-yl)ethyl, 3-(pyrrolidin-l-yl)propyI, 3-(4-methylpiperazin-l-yl)propyl, 2- 
methoxycarbonyl-4-methylthiophen-3-ylmethyl, 3-(imidazol-l-yl)propyl, thiophen-2- 
ylmethyl and pyridin-2-ylmethyi groups; 

allyl groups; 

cyclobutyl groups, 2-methyIcycIohexyl groups and 1,2,3,4-tetrahydro-naphthalen-l-yl 

groups; 

phenylhydrazido groups; 

phenyl and naphthyl groups; 
2-, 3-, 4-, 5- and 6-methylphenyl, 2-, 3-, 4-, 5- and 6-ethylphenyl, 2-, 3-, 4-, 5- and 6- 
methoxyphenyl, 2-, 3-, 4-, 5- and 6-ethoxyphenyl, 2-, 3-, 4-, 5- and 6-methyI-sulfanylphenyl, 
2-, 3-, 4-, 5- and 6-trifluoromethylphenyl, 2-, 3-, 4-, 5- and 6-chloro-phenyl, 2-, 3-, 4-, 5- and 
6-acetylphenyl, biphenyl-2-yl, biphenyl-3-yl, 2-, 3-, 4-, 5- and 6-benzylphenyl, 2-, 3-, 4-, 5- 
and 6-benzyloxyphenyl, 2-, 3-, 4-, 5- and 6-(piperidin-l-yl)phenyl, 2,5-dimethoxyphenyl, 3- 
methoxy-5-trifluoromethylphenyl, 2-methoxy-5-methylphenyl, 3,5-bis-trifluoromethylphenyl 
and 4-methoxybiphenyl-3-yl groups; 

2,3-dihydrobenzo[l,4]dioxin-6-yl groups; 
benzyl, diphenylmethyl and 3,3-diphenylpropyl groups; 
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2-trifluoromethylbenzyl, 3,5-bis-trifluoromethylbenzyl, 2-methoxybenzyl, 2-(2- 
methoxyphenyl)ethyl, 2-(3-methoxyphenyl)ethyl, 2-(4-methoxypbenyl)ethyI and 2,6- 
dimethoxybenzyl groups; 

benzo[l,3]dioxol-5-ylmethyl groups, 
l-ethoxycarbonylpiperidin-4-yl groups; 
thiazol-2-yl groups; 

2-ethyl-2H-pyrazol-3-yl, 5-methylisoxazol-3-yl, 2-ethoxycarbonyl-4-methyl- 
thiophen-2-yl and 2-methoxycaibonylthiophen-2-yl groups; and 

benzothiazoI-2-yl groups; 

or R 6 and R 7 together with the nitrogen atom to which they are attached represent a 
substituent selected from the group consisting of thiazolidin-3-yl, pyrrolidin-l-yl, pyrrolin-1- 
yl, piperidin-l-yl, piperazin-l-yl, morpholin-4-yl, thiomorpholin-l-yl, 2,5-dihydropyrrol-l-yl, 
decahydroquinolin-l-yl, 4-methylpiperidin-l-yl, 2,6-dimethyl-morpholin-4-y], 4- 
methylpiperazin-l-yl, 4-(2-dimethylaminoethyl)piperazin-l-yl, 4-[2-(morpholin~4- 
yl)ethyl]piperazin-l-yl, 4-phenylpiperazin-l-yl, 4-(2-morpholin-4-yl-ethyl)piperazin-l-yl, 4- 
(3-trifluoromethylphenyl)piperazin-l-yl, 4-(2-methoxyphenyl)-piperazin-l-yl, 4- 
benzylpiperazin-l-yl, 3,4-dihydro-2H-quinolin-l-yl and 4-ethoxycarbonylpiperidin-l-yl 
groups. 

16. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
Claim 1, wherein R 2 is selected from the group consisting of ethoxy groups and groups of 
formula -NR^ 7 wherein R 6 and R 7 are the same or different and each is selected from the 
group consisting of: 

hydrogen atoms, methyl groups, thiophen-2-yImethyl groups, cyclobutyl groups, 
phenyl groups, naphthyl groups, 2-methoxyphenyl groups, 4-methoxyphenyl groups, 3- 
ethoxyphenyl groups, 3-methyIsulfanylphenyl groups, 4-chlorophenyl groups, biphenyl-2-yl 
groups, 3-benzyloxyphenyl groups, 4-(piperidin-l-yl)phenyl groups, 2,5-dimethoxyphenyl 
groups, 3-methoxy-5-trifluoromethylphenyl groups, 2-methoxy-5-methylphenyl groups, 2- 
trifluoromethylbenzyl groups, l-ethoxycarbonylpiperidin-4-yl groups, thiazoI-2-yl groups 
and 5-methylisoxazol-3-yl groups; 

or R 6 and R 7 together with the nitrogen atom to which they are attached represent a 
substituent selected from the group consisting of thiazolidin-3-yl, 3,4-dihydro-2H-quinolin-l- 
yl, 2,5-dihydropyrrol-l-yl, 4-phenylpiperazin-l-yl, 4-(2-methoxyphenyl)piperazin-l-yl and 4- 
benzylpiperazin-l-yl groups. 
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17. A compound of formula (I) or a pharmacologically acceptable salt thereof according to 
claim 1 wherein the compound is selected from the group consisting of 

JV-(2-trifluoromethylbenzyl)-5-(^ 
4-carboxamide; 

5-(4-acetylaminophenyl)-2-(4-^err-butylphenyl)^-[(4-phenylpiperazin-l- 
yl)carbonyl]oxazole; 

5-(4-acetylammophenyl)-2-(4-/m-bu^ 
yl]carbonyl]oxazole; 

^(2,5-dmethoxyphenyl)-5<4-acetyla^ 
carboxamide; 

JV-(naphthalen-l-yl>5-(4-acetylaminopheny^ 

carboxamide; 

i\^(2-methoxyphenyl)-5-(4-acetylam^ 
carboxamide; 

N-(3-methylsulfanylphenyl)-5-(4-acetyla^ 
4-carboxamide; 

^-[4-(piperidin-l-yl)phenyl]-5-(4-acetyIaminophenyI)-2-(4-tert-butylp^ 
4-carboxamide; 

JV-(4-methoxyphenyI)-5-(4-acetylamm^^ 
carboxamide; 

iV-allyl-5-(4-dimethylaminophenyl)-2-(4-trifluoromethylphenyl)oxazoIe-4- 
carboxamide; 

7V-(2-methoxy-5-methylphenyl)-5-(4-acetylaminophenyl)-2-phenyloxazole-4« 
carboxamide; 

i\K2-trifluoromethylben2yl>^ 
carboxamide; 

i\T-(3-methoxy-5-trifluoromethylphenyi^^ 
carboxamide; and 
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JV^yclopropytaethyl-JV-pro^ 
butylphenyI)oxazoIe-4-carboxamide. 

18. A method of preventing or treating a disease mediated by cytokines comprising 
administering an effective amount of a compound according to claim 17. 

19. A method as claimed in claim 18 wherein the disease is an allergic disease. 

20. A method of preventing or treating a disease mediated by cytokines comprising 
administering an effective amount of a compound according to claim 1. 



21. A method as claimed in claim 20 wherein the disease is an allergic disease. 



